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‘We &--Food and Drugs 

CWWTER I-FOOD AND DRUG ADMINIS- 
TRATION, DEPARTMENT OF HEALTH, 

’ EDUCATION, AND WELFARE -- 
SUBCHAMER B-FOOD AND FOOD PRODUCTS 
SUBCHAPTER GANIMAI. DRUGS. FEiEDS, AiW 

RELATED PRODUCTS 
[Docket No. 7SX-O17l] 

* PART 12X--FODD*ADDITlVES 
PART’ 55&1-NEW ANIMAL DRUGS FOR 

USE IN &Nih’iAL FEEDS ’ 
. Ant!blotic, Nitrofuran, and Sulfonar&de 

Drugs in the Feed of Animals’ 
The Food and Drug Administrstion 

issues a l&t of manufacturers of medi- 
cated pusnixes and the.ir products in 
compIiance with the provisions of ii 558.” 
I6 Anttbfotic, nftrofuran, and suVenu- 
mids dmtrs in the feed oj animals (21 
CFR 558.15), and deletes from the regu- 
lations those manufacturers .and prod- 
ucts th& are subject to, but have-not 
comx&xl with, the requirements for con- 
tlnued marketing set forth in 5 558.15. 
g$ order shaIl be effecrtive March 28, 

. 
BACXGROLWD 

titrofuran drugs, by IKarch 4,1974, Pnr- 
thermore, 0 658.15(c) gave notice that 
the faffure of the sponsor of any drug 
to comply with any of the provisions in- 
cluded in parag&& <b) of that section 
or interim resrdh indicating a health 
hazard would be considered as grounds 
for proceeding imnedifdly to witbdrsm 
approval of the drug for use fn e3dmaI 
Seeds under section 512613 of the act 
*(ia the case.of the failure to submit re- 
quired.records and reports> or section 
512(e) of the act (where nevi tiorma- 
tion shows that the drug is not shown 
to be safe). 

A notice of proposed rule making was 
published ti the I&DEW, RZGLWXR of 
August 8, 1974 (39 FR 28393) to amend 
5 558.15 by revising paragraph (a> aad 
by adding paragraph (g) (1) and (2). 

The ‘proposed revision of parmph 
(a) was ia error.‘Beeause the kamage 
of the proposal was identical to that 
‘a&@$ appearing in the C?%, any treat- 
ment of the erroneous proposed revision 
to paragraph (a) has been omitted fn 
thisfiaa3l-egulatioa. 

nt the lit~~12mREnrs~ut of February 1, 
1972 (37 FR 2444) aad April 20.1973 (38 
FR 98111, the’ Commfssloaer of Food 
and Drugs proposed and promulgated, 
respectfvels, 0 558.15. The Commfsdaqer 
announcea in 6-568.15 that he would 

mm a) w was to ifsi tne arm COD-, 

Paragraph (g) (1) was to list the anti- 
bacterial drug pre&ixes manufactured 
by designated sponsors which are e&&ble 
for Wxxim market!ng based on their 
compXance with 8 5!XJIS(b) (1). Para- . _.___ . .- 
ijiniitioti permitted for fnclusioa b anl- 
mal feed, when prepared from the anti- 
buoje.~*ti premixes listed ti par~ph __.__ -.- - ._ 

propose to reYoke currently approved ua (1). ana tae fq3oasom or tllese mug 
subtbe~~eutfc uses fn animal feed of . combinations. In addition. the CommJs- 
antibfotic, nftrofurasi, and sulfouamide 
drugs, whether grahted bP approval of 
new aalma drug uPPliC6fdOixt (N&DA’s), 

doner PI’oPOsed to exempt from the re- 
quirements imposed b;rr P 558.16* pro- 
ducers of certrtin irhaznedf~te premixes. 
The Conuxdssioner -concluded (39 mE 
28393) that the producers of interme- 
diate p&mixes need not at this time sub- 
mit ~1 DADA and the data required 
under 5 558.15 for the interim marketing 
of any intern&tiate ‘Premix produced 
solely from a premix that Is in compll- 
aace with this section. if the laterme- 
diate premix contains no drug ingredient 
whose use in or on aulmel feed requires 
aa &pproved XADA pursuant to section 
5l2tm) of the sot and/or if the inter- 
mediate premix contains a drug for 
which 8 mxcific premix hss beexr aD- 
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mastar Nes, and/or antibiotio or food 
additive rations, uahss data were 
submitted which resolve conclusively, 
certtda issues concerning their safety In 
man and in anbnals and their efPe&ive- 
nass. The aaaounceh critmla for the 
resolution of these issues were based CD 
the guidelines included in the repOti of 
the FDA Task Force on the Use of Ant& 
bIotIca in Bnimrrl l?ecds and developed 
bs the T&&au of veterfnars Medicine. 
AX persons or firms previously amrkeb 
ing drug products idsutical, reMed, or 
sbalbr to those for which abprovals 
were outstanding were reauired to sub- 
ynft new aafmal drug applicatloas if 
mfinfitfng was to coatrnue in the ia- ‘In the sat&e issue of the FSDERAL 

REGISTER (39 FR 28382): a notice was 
pub&bed proposfng to imend 21 CFR 

Tarts 121, 186e (recodified at Part 558 
Subm B), 136g (recodifled at Part 

-668)~-~4i~~~~~-~~O~~~ 
to revoke approvaIs for those antibaa-- 
.terial dnxg~ intended for use h animal 
feed which are not in compliance with 
the reauirements of D 558.15. fncIuded ia 
&at notice was a proposal to revoke 
5 658.19 Cmbinatfon antfMotic drugs 
fn anfmaZ feed3 tuI limger sanotfone4 

Pursuant ‘to section 6l2U) of the Fed- 
eral Food, Drug, and Cosmetic Act, the 

-neWed 3x1 0 558.15 
criterfa that must be met to resolve the 

. issues coacerabik t&e safets and efPec- 
th.a~~ of these drum mSeotfon 568.15 
(b) (1) required any person interested in 
developing data whfch xyould support 
xetdniag approval for subtherapeutic 
uses of antlbiotio. n&ofurau. and sulfa- 

. . 
listed in the corresponding nmendmont 
to 0 558.15 were also subject to the pro- 
posed revocatfoti, 

EFFECT *OF %IIS OltDlXt 
This order fdentifles the drug Zlrms 

and the antibacterial drues intended for 
use in animal feeds whi& thei~iponsor 
thati are currently In compliance w&h ’ 
the provisions of 3 658.15 and revokes 
from the reguIat.ions thuso subther- 
apeutic uses of antibiotic, sulfonnmldo, 
and nitrofuran dru8s for which tho ro- 
sufred corarqitments, reports, and/or. 
data reWred by 8 558.16 wero not ffled, 

One provrSroa of 8 658.16 required ail 
bolders of approvals of these new animal 
drum and aXl persons or firms prev!ously 
marketing ldenticti, retated or similar 
products to fue records and reports of 
campleted, ongoing, or planned studies, 
Wudb: PrCtocols, to Msolve conclrt- 
sively the issut?s conceraing their safety 
to man and animais. Parsgraph (I) (11 
of S 658.16, IIS set forth below, b un 0x1 
tiusfve list of the antibacterial drug pro- 
mfxeswhlch, because their sponsors have 
fiIed commitments to conduoC studlcs 
t;hac .wU conolnsfvely resolve the fssucs 
concerning the safety of fhelr subthor- 
apeufic nswm, are eligible for lntorlm 
amket&w. l 

pxo&eg~ ieplatiba in Subpart B of $1 

skate the ~ectfveness of these untibna- 
@r+xI drugs for subtherapeutio usngo un- 

AddftfonaW; 9 558.15(b) (3) mandated 
comm%xnts to submit data to domon- 

der criteria established by the Bureau of 
Vetednaw Medfclae. The Commla9lonor 
Caned for this data to con&me the ovalu- 
ation of the Mectlveness of combination 
aabM drug ~roduck which was Mtf- 
ated wfvlth the promulgation of B 668,lD. 
Obaaf3es ia Che new animcbl drug rovlow 
process that began in June 1887 lncor- 
porated contemporary sclenftflo critorfa 
to measure the effectiveness of drnm 
marketed to promote increased rat0 of 
weight pain. and/or increased feed ef- 
ffcieaoy. The eflectiveness of most com- 
binatioru approved since that tbno has 
been evahaated using these ContenWorcUy 
soieatlflc crlterla. Section 668.16 requlrcs . 
no further determlnatlon of e&ctivonass 
for combina~ons detennlied t6 be offcc- 
We under these crltxxla. The rogulatlon, 
however, r&uired sponsors of alI previi 
onsly approved subtheraptitio anttbue- 
t&al combiaation drugs that had not 
been eye&u&d using these critorfa to 
submit a comnWneut to 8encrato ncces- 
saxy data for these products to bo ell& 
bIe for i@rim. market& untlr theso _ 

pamide drugs to submit to&e Commls- - since the Pqwisioas of 5 668.19 were 
sloaer. records and reports of completed, otherwise eacommsed by the proposed 
ongoing, or planned &db, imps a~endmed-9~ CM trs=?s of o+&etra- 

’ protocols, Da a presc&ed schedule: For WcUne and *eomz+ch% aone or iu corn- 
the k~lraoyollas, streptmny~, dihy- biaation with other drugs,‘which sxe not 

, drqstreptomycia, peai-, and the sti- the subIect of Published regulations or 
fonamfdes, by Yuly 19,1973’; for alt other for whioh commitments were not re- 

i antibiotlw, by October 17,197s; and for a&ved and for which usages were not I . 

-tTiaWseHewe& _--_ --.- . 
Ramgraph (g) (2) of g 658.15, w sot 

forth below; Usts all drug combinatione 
eligible fer ~iaterhu marliekhg and tho 
maauf~tursrs who are sponsoring the 
requisite effectiveness testing. Marlsotlnrs 
Is permftted OILY for these combination3 
and only when they are prepared from 
the antibs&rial premixes llsted iu para- 
graph (g) (1). Most of the drugs alrcad!I 
approved under these eff8OtiVOIIeSS ori- 
teria have beea codified in Subpart B of 
21 CFR Pati 658; these drugs havo bcoa 
Incorporated in paragraph (8) (2) by ruf- 
ereace lxx&we of the large numbor of 
drixgs atlected and the length of fho aP= 
p&able regulations. The otiy other drug 
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~~ombfn&fous that are eligible for i&rii 
marketing have either been approved on 
the basis of the contemporary effecbive- 
n&criteraandn0tMen~uMisWdin 
mibaart 33 of’ 21 CFR Part 558 or have 
&Ccommitments filed~to generate the 
requfsite e.Rectiven~ data; all these 
aggatfons -are. Jiskd In xxir%raph 

Co&tmen~ to generate data to de& 
0rSriite _ the effeotiveness of the indi- 
vidual antibioi%s Usted in 21 CFR 121.” 
225 were not required by 0 558.15. The 

- National Acad- of Sciences-NatfbnaI 
R&eirch Council, Drug EB[icacy Study, 
conckded, and the Commissioner con- 
curred; ‘that Individual antibiotics listed 
in iWit section are efhctive for cerkin 
clainif; se&ding increased rat6 of weight 
gain (35 l?R 11070, 11531, 11646, 11705, 
11952,12490i 13156, and 13401). However, 
commftmenti to resolve conclusivels the 
safety 3s~~~ posed by. these drugs were 

. regiired. These antibioUcs are safe and 
effective for use mules &temporary 
StRYldrtrds, and commitments to CDnduct 
studies that will cozicItively msolve the 
issues conceruing.thefr safety rafsed by 
§ 558.15 have been f&d. Therefore, these’ 

. antibact@al drugs are eligible. for in- 
terim marketfug, and they have been 
list+ in paragraph <g:, (2) together with 
~h?l&P&lSarS. 

mmissic1nerisalsoame~21~ 
.CFR’510.515 t-formerIy 21 CFlz 144.26). 
Thfs remdation lists those antfb~otics in- 
tended for use aIone or in combiuat!on 
with other drum in animaI feeds that are 
exempt from the ixrtifi&tIon require- 
merits of section 5120 of the a&‘and 
the Commissioner has rev&xx3 this regu- 
lation to revoke any prior exemption 
f&m certification for which the commit- 
ments requfred by $558.15 were not sub- 
mitted. . ’ l 

-Comments on the proposal were re- 
ceived from 15 fhms engaged lu the 
manufacttie of drugs Usea in the pro- 
duction of medicated feeds. Comments 
*eri wso ieceived from an association 
of’ anlmaI drug manufacturers and an 
assocfation of animal feed manufao- 
turers on behalf of theirsespsot3vi3 mem- 
bers. Several comments raised questions 
respecting the procedures beiug followed 
to revoke the uusponsored use9 of these 
drugs; hoppever. most of the comments 
from the drug and feed mawfa&.urera 
were concerned witb the proposedilele- 
tion from the regulstirms of specific an- 
tibiotio con&nation drugs. 

The prhci~aI com~~wts recehed and 
the. Commissioner% concxuSious 3egard- 
fng them are as follows: 

improperly omited frum the appropriate 
Ifsts ia paragraph rg> (1) sad (2) of 
3 558.15. In addltlon, ah comments sub- 
mittedP~ttorwuLremerlt.simposed 
by B 558.15 have been reviewed to assure 
the accuracy of the regulatius as set 
forth bebxv. ProvisIons of there8uIatfons 
that were emone~usI~ deleted or omMed 
in the proposals have been restored. 

2. SeveraI comments stated that the 
resulatlons, as proposed, would prohlblt 
the marketlug of products which are 
covered by approved NADA’s or MSch 
are ?deemed approved” by the tram& 
tional propislous of the Auhual Drug 
Amendmeuts of 1968. The comments 
stated that approval of these drug prod- 
ucts may not be withdrawn through pub- 
Ifcation of a proposed ntle; but must be 
withdrawn in accordance tiFith provl- 
sbns of section 512(e) of the act in&d- 
ing, 8s pmvfctea therein, t.Wns notleo 
or opportunity for hearing for the spc- 
&tic NADA’s invoIved. 
. The Commlss!oner concludes that the 
procedure used to withdraw amrovfd of 
theie NADA*s satrsfles fihe xeq~emenfs 
of the PederaI 3&d, Drug, and Cosmetic 
Act aud the Admirdstrutive Procedure, 
Act. As proposed in the PsrlW RroIsrmx 
of Zkbruary 1, 1972 (31 PR 2444) and 
promtigated In the PEDEZAL Rrcrsrrn of 
April 20.1973 (58 FR 98111, 0 558.16W 
states -that the failure of Mg sfxmsor 
of an NADA for the We at subtherapeu- 
tic levels of any rmtbiotfc, nitt0r~. 
and autfonamfde drugs in the feed of 
animals to comply with the resulrements 
of the regulation w!U be cousidcred 
grounds for imrnedfaters prOCC~dfO6 t0 
withdraw approval of the NADA for rail- 
ure to comply with section 512(l) of the 
act. Section 512(e)(2) of the act per- 
mits the Secretary, after due notfce 
and opportuuitp ror. hear& to with- 
draw approval of f;he NADA for falhue 
to comply wSth section.512[1) of the act. 
Thus compliance with Q 558.15 Is prop- 
erly required as a condSUon for con- 
tinued approval of an NADA. 

The prowsed ddetlon or rcgulatlous 
pubISshed in the P~RAL R~ounz~ of. 
August’s, 1974 C3BER28382) constihded 
specUic publlc notice of the Commis- 
sioner’s determiuation that the drugs 
Wed therein Cassubsefmenf& amended) 
were not in compliance with 0 558.lS(b) 
and that such drugs were therefore sub- 
ject to withdramat 0r approval pursuant 
to 8 558.15Co). SknUarly, the companion 
notfce of proposed ride maklug also pub- 
lished on August 6,1B74 (39 PR 283932 
afforded pub& notice to all sponsors of 
those drugs for which commltmeuts to 
conduct the requfredsafetp and/or elfem. 
ti~eness studies had been filed pursuant 
to 065815 thattieywere incomplinnce 
with the rembitt on. 

This Procedure oi Provki.fog no&e by 
FEDERAL Ru;rsnra.Publfcr4uon wns used 
because many of the drugs involved wsra 
ol3fdnaw marketed pursuant to ants- 
bjotic and food additive regulaffous, aud 
ffie agency had previou&y exempted 
these drum rrom the antfblotic batch 
certfficatf~n reWemeutS and For& 
ED-1800 requfrements. The Commk- 
sfoner was therefore not able to.fdentify 
ail persons who had Iegahy been market- 

1. A-trade association requested that 
due consideration be g&on to oomments 
of its’ member 5.rms and requested that 
the August 6,. ‘IS74 announoement and 
the September 37,X+74 correotion be re- 
pubhshed as a single proposal if they 

. ~ntaiu a subshmtffd number of errors. 
- The Commissioner conoludes that thfs 

order need not be republished as a pro- 
posal. Each comment has. been careful& 
evabated to determine.which drugs, ff 
any, were fqcoimctIy proposed for rev- 
ocatfon from ihe xwulatius and which 

‘d.rugs%nd d&g sponsors, if any, were 

in& these druBs. The August 6.1974 no- 
tice 0r prowsed de maldng, in corn- 
bSnutlon with the prorxsed deletion of 
the regulfdlous, afforded adequate no- 
tice to sfx~~~~ors of anfJbacterlal drugs 
not Usted fn paragraph (g’, CD and (2) 
of 0 558.15 VW they had fa%d to com- 
~lywithO55815(b),audthatsuohdrugs 
were therefore subject to~withdrawaI of 
approval in accordance with 0 558.#Cc>. 
Iming rmd to file responses demon- 
shntfng that their products are in oom- 
Pliance with the rfXIuiR?m~tS of § 558.15 
or that the rtguW.fon is, or should be, 
Inapplicable. sponsors of drugs for v&ich 
zumrovals nrc’ hereby withdrawn have 
not shown the necessitv for a hearJug at 
which the only tie could be whether 
those requfrements have been met. 

The Supreme Court has recognized 
that eWs regulation through tie mak- 
lung is IcwIl~ permWble and, indeed, 
often preferable to case-by-case ad&d& 
catton; See, e.g., Weinberger v. Hynson, 
Westcott cf Dunning, Inc., 4lZ U.S. 6DB, 
620-622 ClB73) ; Wefnberger v. Bentex 
Pharmaceutfcals, Inc., 412 US. 645. 653. 
(1973) ; Fe&rut Power Comarfssion v. 
Tezaco,377U.S.33,3!+-41 ClB64);UnitaZ 
States v. Storer Brocrdcasti~ Co, 351 
US.l92,202205 (1956).InWshstance, 
the CofnmWoaer has particuhuized the 
stntut41rr stanM for continned ap- 
~rtwnl of NADA’s br Promulgating 
8 558.15. No heariug need be afforded an 
appl!caut whose submIssions, after 
proper notfee, on thefr face fafI to meet 
the requfrements ior NADA approvaI or - 
to provide reasons why approval of its 
NADA should not be uitbdraun. 

The Commissioner conoludes that all 
l&rested persons have been afforded 
ample opporhmits to part&Spate fn the 
development of the reguirements con- . 
tained in 0558J5 and to compIy.wfth 
those refndremeuts or offer reasonabIe 
emhumtfon for murk? to comply. AC- 
cordiugly, ah apphcable Iegal standards 
have been met and approval of the 
NADA’s involved may properly be with- 
drawnbyrepuIatfon. 

3, One comment suggested that each 
distributor for whom a dfstributor?s sup- 
plemental NADA has been f%d by the 
holder of the approval should be lfsted 
es a sponsor or the drug in pan+raph 
CQ (1) or (2) if the holder of the ap- 
proval is fn complfance with the reqnfre- 
m&s or P 558.15. This comment con- 
tended that the ranure to list every 
approved dlsfributor would cause con- 
f&don and would place distributors at 3 
a competitive dtsadvantage beoause 
products that do not cany the name of 
a Wed SPOUSD~ wiU inevitably sul7er 
ln the marketplace. 

The Connnhisioner does not agree&h 
this sufmstion. Section 5lZCD of the - 
act provides fok +he ~ublicstron in the 
FSD~I?AT, REms!rsa of the name and ad- 
dress of the applioant (te, the sponsor) 
or BP apPrDvedNADkL A distributor crm- 
less he is also the sponsor of the NADA) 
is not an uaz5plicaut” within the inean- 
iDgofsectioaSrZU)butsimpIyaOetson 
who dtstrfbub, md# his own label a 
product manufactured and labeled for 
hhn by one who is an app&ant. Thus, 
there is no legal requirement that the 

. . 
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names of distributors be published+and 
it has never been Agency praotice to do 
so. Listing distributors would impose an 
tnnvarranted burden on the Agency be-, 
cause of the large number of distributors 
and their propensity to change SyppUers. 
Moreover, where a-dfstrlbutor wishes to 
do so, there #is no bar to hf$ l&3.@ on 
a drug label the names of both the manu- 
facturer and the distributor of the prod- 
uct provided it Is done in such a manner 
a3 to reveal clearly the connection (Le.,‘ 
as manufacturer or distributors each 
person or firm has with the product. 
Therefore, the Commtssioner conchIdes 
~~;tributors shoti,d not be listed in 

. . 
4. Four canments opposed deletion 

from the regulations of a ljmited mnn- 
ber of drug products containfng anti- 
bacteriaIs fn therapeutic concentrations 
which donot have a 14-day limit on their 
use. The cbmmenk stated -that 0 558.15 
implements the recommendations of thq 
FDA Task Force on the U&e of Antiblotlca 
in Animal Feeds, whfch directed its at- 
tentfon to the contiuuous use Qf sub- 
therapeutic levels of antibacteria drugs 
ln anirhal feeds, and the marketers were, 
no% g&en proper notfce to comply wWr 
thJza~qo~ements establ,ished by that 

The Corhmb3~oner advises that the 
Task Force was concerned with the 
health hazard associated with the sub- 
fherapeutio use of antibacterial drugs in 
animal feeds. After the promulgation of 
8 558.15, a determination was made that 
the use of any antibacterial drug con- 
tlnuously in feed for longer than 14 dars 
should be considered a subtherapeutic 
usage, and the Connntssioner conoluded 
that sponsors of antibacterials intended 
for such use must meet the require- 
ments estabhshed in the regulation ra- 
gardless of the concentration of the antl- 
bacterial agents in the drug products. 
This pollcs was made known to a mm- 
ber of drug sponsors as questfons arose 
ori lncUvldual products, but the reouire- 
ment w&s not iucluded in either the 
proposed or final regulation The Com- 
mfsdoner concludes that snonsom of 
antibacteri~ drug products intended for 
use In anlmal feeds for treatment of 
disease for more than’14 days we& not 
provided adequate notice .that the re- 
qukements estabhshed by 0 55835 were 

- applicable to them. Therefore, the Pro- 
posed deletion of these antibacterial 
products from the reguIatious is vacated 

This deWon does not undermiue the 
impact of the re8ulatfoa The use of anti; 
baoterIa1 drugs in animal feeds ordi- 
narily is not the preferred route of 
admlmstration when treating an anfmal 
dfseesa Animal3 nll3nlfediing -- 
symptcans of disease In most cases con-. 
sume abnormally small amounts of feed: 
Therefore', the sUcces8ful treatment of 
the cllsease is often hindered by diffMl~ 
in maintaining adequate drug e%posure. 
This fact, together with the c&i in- 
volved in feeding therapeutic IeveIs of 
antlbacterlal drugs for greater than ,I4 
days, leads the CommMqmr to con- 
clude that use of these drug products at 
therapeutic Ievels fn feeds i24mstitutes a 

J  

_ Finalization of the .actiona &&ruing 
the feed-use products -evaluated by the 
Nationa? Acsdemy of Sclen~Natlona3 
Research Council, Drug Effleaey Studs’, 
will. deal with ‘each & these p’ioduds. 
Where appropriate, claims for treatment 
of. disease’will be limited to prescribed 
durations. Furthermore, should. the 
studies of the sifbtherapeutic uses of 
these’ antibact&al agents being con- 
ducted pursuant to H 558.16 generate new 
evidence that undermines his previous 
conclusion3 as to the safety of these anti- 

5. QuestIons 'have arfsen Concerning 
the marketing status of products that 
combfue dieth&Hlbestrol (DEW with a 
subtherapeutic antiba.ctetiaL Section 
558.15 requires. all persons marketing 
subtherapeutirr antibact&als for ape 
proved irses to file commitments to con- 
duct studies that will conclusfvel~ resolve 
the fssues of the safe@ of thq use of the 
antlb~al ingiedients and the eflecy 
ttveness 0% the combination products on 
the basis of contemporary sdentlfio test- 
ing erltexla. mwever, because the Food 
and Drug AdmmMratlon took regulat.oW 
nctlon against DES before 9 658.15 was 
promulgate& the impaet of thlrs regub+ 
tion on the DES-aptibactedsLcombiua= 
Uons has never been clearly enunciated, 
- Between the’no6ce of proposed rule 
making to require safety aud eflteotive- 
ness data for subtherapeutIc uses of 
e,ntibIotics on February 1, ID?2 .(3’? FR 
%I&), and the publics&km of the flnal 
order on April 20,1973 (38 X&B%ll~ti~ 
Food and Drug AdmInMra 
approval of all NADA’s for DES 3iouid 
and drug premixes. Presumabfy because 
all approvals were withdrawn, no dntg 
sponsors fUed commitmeuts to conduct 
the required studies for the DES-anti- 
bacterial drugs for subtherapeatic usei 
On January 24,1974, the UnIted States 
court ‘of Appeals for the Dlstrlct’ of 
Cohunbfa Circuit held t&at the AgenaY’s 
notice to .holders of DES NADAW wss 
inadequate as a basis for withdraw 
their apbroval without a heark% and 
reiustated .both the approval of the 
NADA’ii snd the SccOmlXUIYfW ZW’Uia- 
tions. Heas & Clark, Diatsron of Iurodfa, 
Xnc. v. Food and Drug Administration, 
495 3’. 26 975 (D.C. Clr. 1974). Formal 
ctmdrmatlon of reinstatement of the 
regulations wa3 publtshbd 2s the Fsmw 
z2r of February 27, 1915 (40 FR 

In be 3?‘mmw REM of AUgUst 8, 
1974 (89 FR 28382 and 283931 and SW- 
tember 27,19?4 (39 FR 34682), the COm- 
rdsdoner &sued a proposal to list aXl 
drugs and sponsors which were in com- 
pltasce with 0 558.16 and to revoke a+ 
proval of all drugs not In .comMlauce. 
No holders of approvals for DES combi- 
natbns have ever f&d either commW 
merits to conduct the requ!re&studles, 
or comments objecting ta omission of 
these combinations fmm the proposed 
Ii& of. spcmsared crumbinations eIMblo 
fe&ytmltm& and from Part 121 (21 

. 

. 
AIthough. the Food and Drug Admin- 

istratfon might therefore be legally Just& 
fled in taking Immediate a&Ion against 
these combination products, tbd Com- 
mlssfoner acknowledges that the Agen- 
CY% February ID75 reiustatement of tha 
DES regulations pursuant to the Court 
of AppeaJs’ order may htrve misled tho 
sponsors as to the status of them prod- 
ucts. The Commissioner has reviewed #o 
situation concerning these products and 
concludes that immediate Anal action 
against them is inappr&rlate at thid 
the. At the same time, they remain sub- 
ject b %he re&ukements of 8 558.16 of 
the regulatbms and section 512(l) of the 
a&. The Commfssloner has therefore de- 
tern&M that B 658.18 should be mod&d 
to clarlis the status of DES-antiblotia 
oombfnatfon products as folJows: 

Tn accordance with B 668.15, all mar- 
keted DES-subtheraneutic antibnoterial 
combinations must ‘contain anttbncte- 
r&Is for which commitments to conduot 
the necessary safety studies havo been 
8led and which-are Usted in paragraph 
(ii9 (1) 02 that section. Moreover, after 
revfexbhw the information avtinblo 
about the DES-subtherapeutk! nntibac- 
WaI combinirtfons. the Commlsstoner 
has determined that no approvals for 
these combmatlons are supported by 
e3lcacg data that meet contempdrary 
sdentiflrr criterln. For this reason, tiI! 
Qonsors of Previous4 approved DE& 
subtheramattt antlbncterlal combina- 
tions must file commitments to conduct 
sM.es saUs!yJng these eriterin to dew 
onstx&c the effectiveness of fholr prod* 
UC& Such commitments must bo filed 
br March 26, 1976, which is more 
thea 1 year titer formnl rcln- 
sthemeht of the DE!8 regulations, tho 
latest date on which makers of the DES 
combinations couXd plauslbls bellevo thab 
5 858.15 was inapplicable to the& prod- 
ucts. Any conscientious sponsor, there- 
fore, will have sufiiclent opportuulty to 
comply with the regulation. Because tho 
sponsors should have ffled commitznents 
and begun studies immediately after tho 
January 24, 1974 decision of the Court 
of -Appeals in Hess L CZWc, supra, ’ 
and beoause the necessary aflectiveness 
studfes require Ies3 time i&m the Wats 
studies, data satisfying contemporary 
eBcacy criteria must be submitted by 
lbfazch 26, 1977, All other pro% 
sfons of 6 558.16 are dso anulicablo 
to these &ugs.~ Only personS hoI& 
lng approvalii for these combiuatiou~ 
m&y market them in the interim: study 
progress_ reports myst be ffled every Jan- 
uary I and July I until completion: and 
all provisions of 9 65936tc) concerninc 
failure to submit required records and 
reports apply. AddMonaW, the txtrnor- 

. 

88 bl3ututed Therefore* the mst prop 
ress reports demonstrating initlatloh of 
the studla must be filed by Aall 26, 
1976. 

DES subthevapeutic-antibacterial com- 
hombinatlons fell within the scope of 
the AIWEY’S orjgfnal notice of mowad 

. 
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rule making on~ibis xtiatter. sdl span- 
6ors ‘of .sueh pmducfs have.liad smple 
opportrmitg Jo &moustrzste t&t P 55835 
was’ inapplicable or should bexaived. NG 
c~mmentswerefUed,audtheseeombJna-t 
tions may be regoIated by 8558.15 as’plp- 
rti~kd. TiIanufaotureta uUbe .combi- 
nauoxis’conW DES have already 
-enjoyed au eoonomic edva$tage over 
!iiniiely situated sponso* of other anti- 
ba&erX&l combingtio~~. The. Commis- 
sioner therefore conoIudeh tQat the re- 
tm,he.ments herein set forth may be pro- 
nuggated as a fIna order. . 
* In.the Psem REoIsT66 Of JtlIlUWY 
lZ,‘iS?$i <gl?R 1804). the’Fuod asrl. Dny 

amllllst;ratron-*tied .8’ N&he of OP- 
&kt&iT fdr Etearhgpmpoiing to with- 
d&w approval of rill outstand NADA’s. 
for the tie’ oE’DES in &in&s used for 
lpurlan food#-on tbti 6mmlds that%esi- 
du& in= a&M tissue produced Lw the 
ise of suclrljrMlluts have not been shown 

_ to -be safe and that tbe+DeI&wiey anti- 
sauber clause if3 .applicable- bekause no 

- &&quate’~methods exist that are capable 
of detect& and measurW residues of 
3x3s at kvels abope apg @tat have been 

-.shom ti be. &fe, The notice &forded 
hoId& of NADA’s for DES an opPOrtU- 
&Iv to reqwst a hearing on the ProPosed 
withdrawal of .approval and to demon- 
art&! that disputed issaG .of InaterJIq 
fact~xxlst-that requizy a heads. .kns 
hear&g. held in response to proper re- 
qufsts~atarerec&v.edfslikeWto occur 
&r&g the-first 8 months of 2076. To 
avoi& arty future ixlsuxderst *e 
c-p=- & that, shou3d’ IEi 
,$Wd bgencg’ de&dog wSthdra~ ap- 
pmvaj Or. DgS for use.ia-a&ml6 ased 
forhzxmanfoodbe&uedbefokethedatfs 
sp~edforfblfdmof datasup- 
porthzw the safel% and ef6caoy of DE& 
unubac~ oombhlatian products, tbss 
rjrder x&l ziot ant&&i@ the’ contiuued 

. ?na&etim=@YSsse qm&sklon products 
pading-tbe completion qid sclmdpion 
qftIierecmin$stud+. - _I * 
, 6. Questions have e.&ex about the im- 
p@ on fi558.25 of HoL7m4zlzn-LaRoche v. 
.weinbwfrer, -civil Action No. 75-027? 
CXD.0.; Sled .I@ 27,10753. - 

sectWL55iw5 serves tbreefunctlons: 
‘&a5xoi~sll,v, it reqidra submfsafox of 
-ilafa ti resolve the safety and effeotive- 

-.ness Qpe5Uons pert&i&g to -the use of 
.~tberapeuUo tu&ibac~ drug cdm~ 
bipatiorrcl. Secondly, it provides the Agea 

- $v.vi-tg document&+ of *s-qrarket- _ .- . __ 

RULES, AND REGULAllONS 

ffon,am~theonlydru@andspouson 
which the Commlsslox~hus det.emimd 
to be approved for use by NADA, ND.& 
master a.k# antihiouc re8ulutiox or food 
addltlve . regulatfon have beat list& 
NADA’s Zor chugs sdbfwt k, the ~egula-r 
tlon that were filed lw peons or firms 
that did not have, and in some fnstnnccs 
mag not have been risuired to hrive, an 
approval for mxrketiw are bcfng pro+ 
y3.sl~~artof.theravfewrcmlrcd~ 

. _ _ - - -. - - _ 
7. mtuloYer IJuborAtories, Inc., ques- 

ffonetl the ~rnwsed deIeffon of the car- 
bsrson&ba&&n metbyleaa disalicgl- 
ate drug combiuatlon tlteh 0) from 
g X&310(b) and the fdIure to list the 
combination In J 658.15W) (1) becriuse 
mprtmoser hofds M apprbved NADA for 
gLyfb,one combbx&on for use ln w . 

The Commlss!~ner conch&s that 
safety studies are beIn& conducted 
pursuant to 3 558.1s by the sponsors of 
bacltrucha meW&ne dJs~UcyM?, and 
-A’hilznoyer Yiaborabries, NADA for the 
carbarsone-bacfhncin methyhma dfsnlf- 
oylate combrnatioa was npproved.tmder 
ConkmlaoMrY emoucY oriteriu. mere- 
fore the Commissioner $s vncat!ng the 
PJFoPosed revocntfon of Ws drug coul- 
bixatlon fmm the re6ulaHons. 

Addftfon of the drug combfantlon to 
paragraph (g)(l) * however, would be in- 
correct Parasraph (6) (1) lists only the 
xnuxufuctureIa 6ponsorlng shldk?s to 
demonstrate the safe& of specific ~ti- 
backrfa? prenxlx~ and .jhe drug com- 
bluaUox is not a premix. Perasmgh (g, 
CD, on the other hand, lLsk the drug 
'wmbinaUoxs pen&ted for lnclt~~lon fn 
unimul fed when prepared from EC prc- 
‘inix in pnmgmph <s> (1) and f&c span- 
6ors of *these druu combhlutioIls. The 
NADA for Whlb&ycr’s comb¶iinffan 
mWuct was- ryrpmvsd under contcm- 
~orar~es3icao~cdkrin,midthercrmfred 
safety sturilcs are beUs conducted by 
;the sponsor of the nntiba.ct&nl prembc. 
Beoatise the drug oomblnutlon meek the 
cri- established for ht.&m mnrket- 
M, the CommWoner has added mhifi 
moyer Loborntorles, Inc., rind thLs drug 
yddnnnn&~ purn@aph cs) t2,. 

hurmwnl Cornpuny com- 
&&ted that lncUca&us for the use of 
-ilihYdmzoxe lx Bl2L237Cd), item I, 
should not lnchtde cMtns for the coc- 
dial 6peciee 2% madmu or E. bnmefti, 
pr the dim for hfstomoxfasIs (bluck -. 

cokbixatips izar&ionally approved by 
~eotion 1Otj of t&e Anlm@l Drug Ameud- 
me& and rewires tbe&Ues to be sus- 
P~enlented -uml conkmpo~ T32kmflc 
data. FineUy, it? esWUs&q:the .cond& 
tions .uxder grhkh products cont&ning 
subthera~eutio .leWs ’ 09 antibacterial 
drugs for use 3n.anlmal feed mag ‘ixn- 
Snueto bemarketed. Thcse’requizmenk 

. Ik-ermit.FDA moreefEoiextly tn-regulate 
fhemasketfmanduse of.thesedrngs. 

. - The decision: in * HoBnmn~m~ 
x!.bWSBeS:the Scop’eoFb-558.X. The Com- 
mIssloner‘has thomughly revkwed the 
ailes on all~&%s and sponsors:for wMch 
ihrScommitinento.tire teceiwd-ti con- 

. duct the studies required by &is reguIa- 

. -Aimmired bs 3 558.15. cammitmcnk 

ix?ss of %heplbsdrnzone drug comblnu- 
tions for the subthempeutlo hxiIccrt&ms 
of use set forth in 8 Ul237. The Com- 
rnls~oner, however, has not conducted 
a reevnluation of the cinto, amflab&.? to 
support the elTccU~cxess olnlm6 of n&f- 
dramne as a 6ingle lngrredlextfor other 
fxldhtlons of USC NlbydMzonc, us a 
6bxle instedlent, wns a.mmve~I for use. 
amon& otllc&tllhlgs. cgdxsthlstnmon 
sls (blackhead] rind coccIdio& causeddb~ 
33. m.uxfm@ end E. brunettf. The i$om~ 
missloner- concludes that this order is 
not spproprlaffe for tic ret&Ion of the 

r 
.  

approved uses for sin& ittmext new 
animul drugs that do not involve sub- 
them~eutfcc%fms~~cbs~mw~d 
involve drags whose 6ponwrs were not a* 
glvsx appropr&te no&e to substantite 
these olahns Gf .efkcUveness. Revisions 
of this nature are more appropriaWy 
hlmdled in aseParatespedficnotice giY- 
iug all holders of approvals for this drug 
an opllortunfty to support these indim- 
tioasafItr;ewithcrw&o~snd ’ 
ftG.t~ftztm3 amlysk of the dats to sup- 
potilLs effecUveness. This action can be 
more efflclently handled when alI saf&V . 
and effectirenes data 6enerated pmsu- 
rat tc 0 658.15 have been submitted and 
reviewed. At that tfme the Comxdsdoner 
will determine whether the witMrawal 
of opg~kavol of 8x1~ ox ail NADAk for 
3dhpbume drugs is appropriate. 
ThWm, the Commfssioner disagrees 
with the conteqtion that the Indications _ 
for use of xdh@mmte txgabst coca- 
otdscausedbY~.mlrsfmaanaET.bnmetti 
or hSstomoxis& CMackheadl shouldbe 
deleted ?mm the regulations in this - 
arder. 

9, The notiws of August 6.1074 pro- 
Pored the deletion from § 558905(f) (11 
of buqdnolak’75 grams per ton fn fin- 
5shed feed for dickens in ccsnbinatiort W 
with: UP) pesfo~ 2.4 k, 50 grams per 
ton; Cvl bedtmdn, 4 to 56 grams per 
ton; (vi Pt?d- Plus badtradn, 3.6 
to5omlms.pc.rtcll tu0flessfban0.6 
mllnof penfdIIinn0r1essths.x3grani6 
of badtraclnl; and <vii) cblortetracy- 
OISXC, 200 6rams 01558305Ul CD (iv> 
thmu8h CvlD was former4 0 f35e.35Ct2, 
itcm5.atbro~dl.NorwichPhannnca.I 
commented thut t@e ttflkacg reimim- 
menk for these drag tsxnI&aW hfsd 
beex suMed under confm~rary ef& 
cacycrikriaadtbatsaietg*dksare 
k.w.bw wnducted pursnant to 0 55835 for 
JP2xkml silonit, bucitraoix aTox& anti 
‘chlortchaoydline ulone. Ox this ba& 
Norwich requested that thesk drug com- 
bgUyz not be revoked from the ~g- 

The Coztnnbfoner concludes that 
these drug eombhtations have been ap- 
Proved uuder .contemporary efsoaoy 
criteria and that the zecxu&d studies 
are bcia condixcted to demonstra~ the 
lsufcb, iif lNdMUn,-- badtradn, and 
ehlortetracs’ltnk Therefa the com- 
nlrsdoxf?rfsvn~tkgthepmposedreYo- 
yt.$x of 0 558.lO5UI (U Uv), (19, and, 

. 
Because of the a.iffiotity ax&l compS&- 

-ito of reseamh requhf3 by 0 65835 fn the 
safety area, the -Commhadon eriurther 
concludes that; at the present time, the 
mfefa &sues wxoeming b-a&m dmo 
resIstanceendresLstancettsnsiscansed 
by rmbthernpeutlc antibaoterial drug 
comblnaUo~~~ should be first epalaated 
ox the basis of studies that eess the 
sufety of the fmtibacterIeZs fndividuallg. 
The -qaesUom, rafsed by 066835 are 
scicnUtlcal4 complex, and ixt maur in- 
skxces no model,fshms for testing 
rim awdluble X!laamb ox a abade anti- 
buokrkldrug~ theYarlablt?sill 
the s&cues, Prfmnk masking of unto-. 
wwd ef&cis,~aad produces more defihi- 
ttve duta on the 3nfiueuce of the dmg 
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on aniaal bacteria. Furthermore, the 
data may conclusively resolve the 
theoretical sue&ions raised. 

4 For these- reasons the Commissioner 
Concludes that these studies to demon- 
strfb? the safety of peniciIlin-alone and 
bacitraciu alone are suffioient to permit 
the interim marketing of penicilW- 
bacitracin drug combinations, and .the 
Commissioner Is vacating the pr&osed 
revocation of 3 558.105(f) (1) (vi). 

X0. Merck & Company rluestioned the 
absence from 9 558.16 of a pr~vlsion for 
a combination drug product containing 
procaine penicillin-streptomycin sdmin- 
i&red in d&king water. 

The Commissioner advjsd t&t t&t de- 
liberations and conclusions of the EDA 
Task Force on the Use of Antibiotics in 
Animal Feeds were dire&ad at the use 
of antibacterial age& admirdstered to 
anials in feeds. For this reeson, the 

* commksfon~ has not fnchuled ‘in 
9 558.15 drugs administered in other dos- 
age forms, such as those administered in 
drinking water. The safety and efPective- 
ness of drugs awteritd in these dost 
age forms are being fndependently con- 
sidered. 

Il. Merck k Cornpatty also objected to 
the failure to list in E 558.15(g) (1) and 
(2) certain antibacterial uremixes and 
drug combinations for which the firm is 
sponsoring safety or effectiveness studies, 
and the concurrent proposed revocation 
of the corresponding re&ilations for the 
drugcombinatfons. a . . - 

The CoinmLs;sfpner agrees that*&Eerck 

approprfate efrec~venessstudies may be __ 
vaIidW marketad. These drug‘combhxa- 
tione and theirsponsor,Merok, have been 
added to 0 658.16(g) 0, and the mo- 

is sbonsoring studies to demonstrate the 
safety of a penfcllhn-streptomycin pre- 
mix. Therefore, Merck and this premix 
.hsve been &dd$d to 8 558.15(g) (1) with 
the indications for use set forth in 
36 131.226 and 121.256 (21 CFR 121.225 
and 121.256). Because Merck is ooaduct- 
fng studies to resoIve the safety fssues 
concerning this penicillin-streptomychx 
premix for these WUcations of Ii& the 
drus combinations made fmn thQ pre- 
mix for .whfch--Merck is a+o conductiag 

RULES AND REGULATIONS 
. 

r$?o$tion of these regulations is va- 
12. ‘Commercial SoWmts Corporation 

commented that it is conducting stxldies 
pursuant .to 0 558.15 to resolve con- 
chtsively the safety issps concerning 
zinc bacitraciu In additio& the company 
filed commitments to conduct studio t.o 
demonstrate the effectiY&as of the fol- 
Iowing drug combinations: 

a. Zinc bacitracin, amprolium, and 
ethopsbate; 

- b. Wnc bacitraciu, amRrolium, &hOPS- 
bate, and 3-nstro-4-hydroxyphenylar- 
sonicacid; . . 

c. Zinc bacitracin and arsanihc acid: 
and 

-d. Zinc hacitrac;h zoalene and 3- 
iirtro-4-hsdroxsphen;&onio ;icrd. 
The firm ob &ted to the omission of these 
drug combinationsi from H 558.X5(g) (2) 
and the proposed deletion of these drug 
combinations from Part 121 (21 CFB 
PJWt121). . ---_---. 

‘The Commissioner concludes th8t 
Commercial Solvents Corporation has 

TfUed .commitments to resolve the safety. 
of zh~ bacitxacfn and to demonstrate 
the erPectiveness of the drug combfna- 
tions in question. Therefore, these diug 
combinntions are eligible for market&g. 
The Comntissfoner has Usted these dtm 
comb~~ons in 5 55815(g) (2) snd. is 
vacating the proposed deIetSon of these 
drug combinations from Part 121,+ 

13. Blancd Products Company objected 
to the ixoposed deletion & various drug 
combinations containing’h B 
for subtherapeutic tiage from 00 121.210. 
ssd 121.213 on the grounds that Blanc0 
is sponsoriug studies to resolve &onclu- 
‘sively the eafew of this drug., 

Hrgro!q~cia B premix and drug com- 

manco nor anv owner arug sponsor nas 

binations conWning this drug a$e within 
the purview of 0 658.15. The Commis- 
.sioner concludes that the &@-romycin B 
drug combinations proposed for deletion 
from the reguktions are not suworkd 
by evidepce of effectiveness meeting eon- 
~gnpomr~’ scient@ cri+Ia, and neitper 

posed revocation of these drug combina- 
tions from 8 121.266 b vacated. . 

Merck is also sponsodtg cdfeotivencss 
studies for the fullowing drug combina- 
tions whfoh contain erythromycin 4.6 to 
18.5 grams per ton and are listed in 
§ 121.210(c) (21 CFR l21.2lO<c) ). tabIe 
i, ikms 2.1, 2.2; 2L3, and-2.4: PXLlPiO~UIn 
113.6 to 227 gmms per ton, amprolhuu 
113.5 to 227 grams per ton plus ethopa- 
bate 3.6 grams per ton, amprolmm 115.5 
to 227 grants per ton plus amanilic acid 
90 grams per ton, and atn~olfum 115.6 
to 227 grams per ton phrs ethogabate 3.6 
grams per ton plus arsanilic asid 80 
6rams per .tOn, ,Shtce Abbott Laborato- 
ries, Inc. is sponsoring studfes to resolve 
the safety issues concernlug the eryth- 
romycin premix, these drug combina- 
tions may be marketed during the &I- 
terhu period. Therefole, the Commb 

. sioner has restored these amprolium 
combinations to 0 658.15(g) (2) wfth 
Merck as their sponsor,and the proposed 

submitted commitments - to conduct 
&udies td generate data to demonstrate 
the effectivenm of the lt3vmwcin B 
drug combinations, whichis also rewired 
by g 568.15. Therefore, the COmm&&Oner 
further concbrdes that these drug com- 
biitions are ZjroperIy deIeted from the 
‘regulations. 

14. @IsbUry Laborstoil& objected’ to 
the pro$osedrevocation of 5 321263,3-S 
dinitrob@zzmfde: 0 121.264, sulfa&ran; 
and 8 668.35(g) (5) through (7) (former? 

:ly 0 13se.3131(gj, table item 2a.2, b.2, and 
0.2). aklomide, because-these drugs do 
not exh5bit antibaoterial actSvil~ under 
any oumently approved uses when used 
as single ingr.ed3ent.s and thus are not 
‘subject to § 668.15. 

The Commf&ioner agrees with thfa 
‘comment The FDA Task Force on the 
Use of AntibIotic in AnimaI Feeds did 
not review antifungal products and made 
no recommendations concerning them. 
The CommWqner concludes that r&a- 
tin also has no sQnificunt efEect on 
baoterla and viruses and is outsido the 
purview of 0 b58.15, Therefore, ho is 
vacating the .proposed revocation of 
items 1,2, and 3 in table 1 o: 0 121220(d) 
f9r the vi;e of nys&titx as a, 6ingIe ingru- 
die& for growth promo Mon. 
’ However, the nystatin-antlbaotorial 
combh&ions used for subtherapeutio 
purposes ure withinthe scope of 0 663.16, 
These combinations were not approved 
on the basis of .contemporary cfft!dtlVc- 
ness Criterf8, and no commitments were 
tied to conduct the r&uisite effeotive- 
ness studies. Therefore, the Commfs- 
sioner concludes that all nyatatin-anti- 
bacterial combinations are properly do- 
leted from S 121.220(6). 

The Commissioner concludes that the 
reqtdremehtr established by 0 658.15 are 
inapplicable to these drugs when they 
ure used es &We ingredients because 
they are not antiba&eriaIs. NevertheIees, 
‘the ieqtdremente are app&abIe wh& 
these drugs me. combined’ with anttbac~ 
tar-. To market a;nS such combfnation, 
a drug sponsor must have filed a com- 

to 
16. Dow Chemical Company objected , 

the deletion of D 658,1?6(0)~1) (tii) 
(POrmerlY 0 1360,46(e), item 6, a and 0) 
from the regulations, which covers 
clopidol (0.0126%), roxlrrrrone (0.006%) , 
and bacitracin methHene di.Wio~1at.c (4 
to 25 -grams per ton) ; and cIopldoI 
(0.0125%). roxarsone (0.006% 1. and zina 
bacitracin .(4 to 25 grams PI% ion), Tho 
f&m contended’that these drug dombina- 
tions had been evahInted and approved 
based on Contemporary ScientffIo artterla, 
and they are, therefore, outside the scope 
of Q 568.16, 

. . 
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mitment to conduct studtas to resolve 
conclusive4 the issues concerning tho 
sufetiy of the antibacterial component. In 
addition, adtiuate effectiveness data 
meethw contemporary scfentfflc oriterln 
must be included in an approved NADA 
for the drug or the sponsor must haYE) 
ffled a commitment to conduct studies to 
generate such data. 

The Commissioner has determined 
that It 121,263 H&J no 3,S-dinltrobcnza- 
mide-antibaoterial combhmtion drugs 
and, thus, is vacating the proposed rove- 
cation of that section. 

Sulfa&ran-antibacterial combiua- 
tions were listed in 9 12i.284(0), and 
aUomide - antibacterial combhmtions 
were listed in D 658.35 Formerly 0 1350.- 
31). None of :these antSbacterIa drug 
combinations has been hvdluated for of- 
fectiveness under contemporary scion- 
tific crlterfa, and no commitments to 
conduct the necessary ef?ectivcncss 
studies have been flied for them, The 
Commissioner therefore ooncludcs that 
sulfanitran-antibacterial and aklomido- 
antibactertal combinations are properly’ 
deleted from D 121.284 and 0 568.35, ro- 
spectively, and is revoking itoms a 
thro@h d in the table of P X21.284(0) 
~5;8pa”;“grux& W (6) thrfiugh (8) oi 

. . 
15. E. B. Squfbb & Sons, fna, com- 

mented that the Commfssioner &or- 
&IY Proposed t0 revoke the regula- 
tfonsin 0 121.220(d) for useof nystatinin 
the feed of laying and &wing chlck~x~ 
and growing turkeys at 50 and 100 gram8 
per ton. Squibb contended’that the drug 
?s an antifungal agent and thus boycnd 
!hescoPe of H SS8.15. 

. 
. 
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- .-The conllniE&oner agrees with: thfs 
~&.~.!I+he E&DA’s for- these new 

- anbrIe drugs were apprimed sPwmxw 
for use ksq0UltrY feeds-on theb6SfS Of 
txnitein~orary efpectiveness-criter4- and 
st~,@es are be&u- .cotiductedsmrsmmt tb 
9-55845 torfsolvethe68fe~.fssues con- 
cqnizig the fmtfbww compommts of 
these combbiaKons. The cammlssioaer 
cxmeludes that these drug combinatiODli 
may be-.&rketxd when-they are pre- 
pared from. a drug listed In 0 558.15(g) 
Cl). Therefore, he is vacating the Pm- 
posed deletion of ..thest? drug combina- 

- tlonsfrom §.558.175.~ - .-- . . 
17. The Diamond Shamrock Chemical 

Complrny que&Oned its omisston from 
the list of ~~ppraved sponsors in 5 558.15 
Cg~~2~,assertingthst‘itis parKcfpating: 

-In xmoper&ive stuab to resolve the 
‘6af* of ‘bacitraciu metbylene disali- 
cylate es-required by 5 658.15, and that 

- it bes submitted prot0cols for in vfko 
&d Sn viva stucli~ conducted with bacl- 
trach methslene disa?icylaZe iu acwrd- 
ance with the requirements set.by-0 SS8.- 

. ISti) (I). -Addit@naW Diemond Shim- 
rock&ert.ed that.ithas Ietters from the 

- holders df NADA”s for be.citradn meth- 
yleiie dfsaucgilte sutho~ it td Use 
th&yfetv and effectiveness data tn their 

-. 
The commissioner has reviewed the 

ma.- iWx.uiM by Diamond Shatn- 
_ imc&~ ai$ &&bid& :tl%s “the’ ‘firm has 

Cd) Section 12X308Cd),t%bb r,Jl<c) 
and 5 12lZO’I<c~, 2.1 and2;1 

Ce) Swtfon 121608W, tat&3 1, 16CaX 
iind 5 raialocch 252cu) 

cfl section l2UQ8Cdh table 1, I8 and 
OSS8395C@C4) tfOrand$ Of350&1@) 
2b.l) 

____ --- -~-.~~ 
int& 0 x4L22Scf) (3) (Y) 1 

(h) sectfon 12lZX!Cc), 134 8nd 5 658~ 
SlsCD Cl) CW @rmedY P I3SaUU<n <aI A 

5 558.516Cf) Cl1 UD, Cfv), and (it:, -(ior- 
merlr 5 135e.UfHf) Q), (4) and (5)) 
- CI) section 510.615Cbw!3) CformerxY 
- a0 SectIon SlCLSlSCb~ (34) CformerIY 
5 144.26Cb) (34) 1 

CU Sectfo~~ SlO.!ilSCb) (43) Cformcrlr 
5 14428Cbb) (43) 1 

The Conuufssher wncurs with this 
-2oDlmEntd Item6 Cal almllgh tn fdate 
to drug c5mbhlRtlons wllcaialng then%- 
peutfc levels of chlortetmcycllne, rind 
the drugs are indicated for thernpeutio 
uses. Pem Cg) relates to iacmcscd nt43 
ofgainusesi.nhlmbszindgrWingsheep. 
Safetmtudfesforchlortetsmcscllnoeo5n- 

’ sored-by Ame&a Waimmid Comjmw 
areundery’az’ar4drugef6~cyreouW- 

: ma& for the product were eakfled by 
the Nai3om.U Academy of Scfenc~- 
Natfonkl XTqswc$ Coun.dS’s~vfew. The 
dafm pmp5sEd for rsv5wuon fn ftexl 
0 doesnotinvolveant5xmterfdls.These 

- complied with the Intent and crftkal drug comblnrrtons are beyond the scope 
dhenti of 3 558.15 by &meoring studies of 0 558.15, rind the Commkiloner is 90- 

’ - ik ritsofie the safe& issues for bscftracln catfng the pxwxxxid ruvowtfon of theso 
tietbylene df&ticylate in anbual feed. drWtombtittons* fithough I)faDnd m& fafIed to.. .mfz efwm!~ of the UBS ~wt?d 
makecertaintecbnicaLfiliugsbytheap- bs’items Cl1 tbrou&h Cl) was establkhed 

- jxoprkte d&te,‘it has q3bstantfanS corn- 
plied witli tbe-re@re+e& of the reg- 

- nlstldn Dffauond sbfmmck has now 

oi the basis of c&emporary sckmtifft 
crib and wmmltments to conduct 
studies purstmnt to 5 558.15 to resolve 
safety isaw concernfns chforteki~ 
cycllne have been submftted. Therefom, 
t&e ammfssioner c5uchxdEs that these 
drug combinntions may be marketed 
when manufncture& from cbIortetrnc~- 

.cline premixes usted in OSS8.1S@lfUr 
and he is vac&tug the pr0posedrcv~~- 
tfon of tbese.dnlg combblattone. These 

. dnw have been&ted iu the appropriftte 
zyfxula$o~. on Fe .&sfs of thu Comm!s- -feed fqci th6 @$oied deletion oi thfs 

con@ytion from ~~~10.515,bq%use~it k’ 
sctlvelq c@ducthw &udies.j.o meets t$e 
qbria impoged by. 8 558.1g aqdSzias.flled 

.the.&P~~te aPPma~Ons. 
The.C.~o& agrees wit& this 

cu.pgnent. The&fore, this chlorfe~ 
~dil%Z-~C Wid drug DODlbhf&tiOA 
has been added to 0 568.;Lt%Cg> (2, wfth 

. Diemond .Shamro& ae its sponsor. The y 
pro& revoo&on of this drug corn- 
b!na.tion ls RW~M, and it has been 

. - tided to. 5 51O.$q5CC) CllL . 
.18. A comment by AmerleauCyana&d - 

c0mpw partfcularfied the foUowiug 
tskdfic instances fn which It w&nded 

. ZiilortetracyMne drug CombrnSUOnS 
- were improperly pm~~sed for revocation 
- tim  ihe~r$ulatSi~: * . . . . . 

. Ca? .S~J$q~X.~..2~$p ,:..$bl$ 1, 6(a) 
_ qd .Q=$JO@+, 2.F, 2Z3.1 @+d $l- 
. Cl?? -Sectla~t,~~OS.(d), table 1, 6Cd) 
. snd+l21-207tc),*2.l end 3.Z :. . 

Cc) Se&ton l2iaO8tcB, table 1, 6W 
and 0121.262c0?,1.1 - - 

stoners determmmon . 
20. Hess snd C&k, Dioision of R&d&, 

ZnC” obJe&d to the Prop0sed xevocatton 
of paragraph Cg) (3) and (4) of 0 558.l95 
CfonnerIy 5 335e.511 pxwfdlug for deco- 
qutxate&ncba&hpcInanddec0qubm~ 
iWo*trawdlne coxublunffons bfxausu 
-t&se drug’eomblrmttons LWE+ the subJect 
of recent NADA appr0vsls. Furthermore, 

..themamftWurcrsofdncWtradn and 
chlortetrnc~clhle PrEmixEs hatlo fifed 
commitmrmts to conduct studles~pursu- 
sntto§558.~Sk,resofvethes~etpissue3 
4z5ncerntnlr these nntfbfotfw. - 

The Commlssfoaer agree6 with thS6 
&mm*&t. The data in the NADAQ for 
these drug Fombbmtlons were evshuxted 
us@ contemporary efffwcy crltcti, and 
the Comml6sfoner prevfousl~ concluded 
that the data demonetradd the eUec- 
-timers of thecomblmtfons.Iu oddWon, 
~~tznoats to conduct the investig~ 
Kens required to establish tbo safeby of 
the she bncitrctcfh and chlortckrniw- 
clone ingredients fn the OomblnnUons 
have been filed in 5cc5rd5nco wftli 

. 

thr5mydnthf~ate~fcuusefn 
cnttlu WeTo aridttea fmx H5583S(gl U). 
Abbott obJe&!d to this o&isfon, % I it 
~;PW&eda;edyw’== 
Uons from W2UQ7, l2C210, 12_1,253, 
l2EE32, end 510515.. - ’ 

The Cammirrfoner concludes th& Ab- 
bott sled 0 psoper commitment to con- 
duct studfes pursuant to 0 55835 to dem- 
o&rate the safety of eHhromPcIn 
thbcymu~k 5s a growth pr0motant In 
cattIe. The appropriate m2terIal wss 
filed by Abbott when the company real- 
ized that commibnents,were necessargta 
drmonstrnt8 the safety of the drug in 
each'speciesofanimalforwhkhthedrn2 
is sought to be marketed. Therefore, the 
C~rxunt&oner has added Abbott’s erg- 
thromycln thtocyanate premIxtog 55835 
(g) Cl), and he is vacatbx the sxomed 
deletion of tbls drugfmm §5XO.S15. 

Abbott fUed suitable commitienfs to 
conduct&&s to demonsttntethe effec- 
timw of CErEdn UrYthromYdn drufc 
comb2natioas'ina~erdsncewlth§S58.- 
1s. BIIsed on these commitmenW the 
CommlrrIO~~? concludes &at? those cry- 
tbromydn drag c5mbinatfons are elm- 
ble for inkqbn market&g. Therefore, 
he ls vacating the proposed revocaUon 
of the combinations of etmthmwcfn and 
253lrlene wWCor WfKu)Ut Brs8ofzIC 8d& 
and the comblnntfons of eryfbrom~cin, 
amprolJum, and amnilic add with or 
without etbopabate from 09121207, 
121210,121193, and 121292. 

22. Abbott Lsb&atorks aEm opposed 
the revowtiori of bacitradn, sqlene, tmd 
ttrsmUc add drug comb&&ions fram 
ii~21~O’lCc) ~suI$&ns 2.4~ 3.4~ and 
Q 121d53Cc) subltexn 1.8d andchlortetra- 
m liue. badtradn. srsnilk sdd. and 

commitment %rom Abbott or any other 
drug sponsor to conduct apgr4prfate 
studfes in support of the safe&v and ef- 
fectiwwss of these drug copb@&ibn6. 
Thereforu, the Commissionur concludes 
that these regulations em pr4gerlr re- 
VOlSd. 

23. Pfizer, 3nc.. oblecied to the pro- 
posed d&et&m of penicillin-skept0m 
cfn drug wn&fm%tions from § 121256(d), 
table 1. and the f&We of the m~osed 
llmendmeutstolktallanubaderfal68nd 
unti~~drug wmbfnatione for 
mhfch l?fker,has filed lnwer commit- 
tnentstocondactsafcWandeffecfM+nes 
stuw* Mm&. omf==Y-wL geafca- 
lfn, etre@m~~cfn, and ~enfdllin e.ud 
aitmbmwdn dqug. comb&uMms in 
3558t5C2) (1) end(a). . 

The Commksfoner has comduded that 
Pffwr has led the pjroper canmitmente 
snd 3s conducting the reguMt& studies 
to demonstrate the saiet;sr and effecttve- 
nest of these drug pr0ducts. Therefore, 
the Commfsdaner B vacattngathe pro- 
posed deletion of the penicilUn-strepfo- 
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nycin drug combinations from 5 121.256 an ‘environmenfa1 fmpact st&ment is 3 UJ.200 DcfqitbruJ rind i:~ttxprelrl. 
:d) ,.table I, and has added the oxytetra- not required. A IIOPY of the %DA environ- 
:ycline, penioEUn, streptomy&, and mental impact assessment L on file with 

tiom nppXicatId0 to SubpnrL CL 

)edcUltn-streptomycin drugs with PflzeT the Hearfog clerk, Food and Drug Ad- 
LS their sponsor to s658;15W (1) and mtnistrst;fon~ lTzu. rl-65* ?a0 

d Be&n&ions *presc&ng ckdi- 
Ffshers tions under which antiblot&, nitrofurnn 

‘a>, respectively, The indications for use .Lane* RockvilIeP MD 20852* 
)f these drugs have been amended t0 Therefqre, pursuant to provision6 of and sulfonamide drugs may be safely 

used in animal feed &hall not be con- 
:orrespond to those permittkd under the F&w FF% Dntg, ami C=m&b strued to relieve such drug8 from the 
brlor approvaIs held for the products by Act [sec.% 512, ?OlW, 52 Stat. 1065, 82 provisions of 8 858.16 of this chapter 
?fi!ser. St,&. 348-351 (21 U.S.C. .360b, 371 (a) I I where appltcable. 

The Co&nissioner has carefully con- and under authoritk deIegat.ed to the 2. In 8 121.207(c) by r&sing the tablo 
Mered the enviroximental effects of this Commissioner (21 CFR 2.120), Parts 121, to read as follows: 
&on and, because the action will’ not 510, and 558 are amended as forrows: Q X21.207 Zoalcne. 
;igniflca&~ afLe& tie quality of the _ 1. In 5 12l.frOO by adding a new para-’ l l l * l L 
mman environment, has concluded that graph (d) to read as fol.@ws: (0) l l * . 

* . 1.l zoalew..“.. 

1.54 Lcllcne..,. 

. 

e. 208leno.... 

L nalouo.... 
. 1% . .l !&llIen~-.. 

-. 
” 22 zo&n0.... 

. . 

a 5470. a 
3.5470. a 

ll3.6 
(0. 0% 
(0.012q 

(0.0~ 
COi2i 

:ombIaed nrlth- 

:arbn&no (not , 
U&P.). 

For turkoys.grown fix 

fi?h%rim% 
fom &a 

f 
hti, as wk. 

3oIuce 0 
* 3onlR. 

organlo a- 
i:.. d o”.7 . . . . ..““....I” 
i A? toblo 1, Uom 

9 
For brollcr chbkens..... 

li’or hre&U &f~kOiw w 
b&W motbylono 
dlJak=ylrdo, or zino 
bpcltrndn. 

For brolbr ehlokm3: 

’ , 

Orowth promotion and 
fwd otUclonoy, fm- 
~~gbv4 pkmont* 

. 

Do. 
5 mp, lcblo 1, itom 

. 
l?P0vouuon and con- 

trol of GcJwJcuosIJ. 
Proventlon and control 

otcoecldiorris;gmwth 
promoUon md feed 
0Oidonoy;improrlng 
pl entaflon. 

!i%. 

bxowo in ml0 of 
wekht ~rdo.lm~ . . - . 
iii%tl$%d 83 an 
ddfn thheventtou 

Growth promolIon 
rmd fcod olIlclon~y. 
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ens; 89 e thromydn 
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* 
. 0 * * L deleting subitem a followiag item 4: bu 

8 121.208 ~cndcd] . deleting subitems a through c follonrfng 
3. In 0 121.202 ChZottetra&cEne item 5; By deieting subitems a and b 

paragraph Cd) is amended: followJw item 7; and by deleting the 
a. In tsble 1 by deleting subitems a present text in subitem a following item 

through I? followink item 2; by deleking 31 and dfziignating the sub&em YRe- 
subitems & and .b following item 3; by serveW. . . 

. 1 

. . 

. 

. ’ 

I arms 
per ton 

Omwtb romotlonaml 
iced 0 !.t CloJsoy. 

As pmcdbcdln 8 12l.-’ 
24(d) tnblo 1, 
items b ma 11. 

As prcwtibtd In ‘ 

f 
!m.233(d), tnbls 1, 

tan 0.1. 

b l21.!J!E?(d), toblo, 
Mma 1.1,1‘2,2.1, 
22, &I, 4& 

b. In table 2 by deleting subitem a iol- 
lowing item 1. 

4. In § 121.2lO09 by revlAng tho tablo 
to read BS follows: 
§ 121dlO Amprolium. 

* + * I) 0 
(Cl l l * 

. 

FEDERAL REGISTER, VOL. 41, NO. 3B-WEDNESDAY, FEBRUARY 23, 1976 

1 HeinOhne --- 41 Federal Register No. 38 page 8290 (1976) 1 



RULES AND REGULATIONS 

23 Amproulm. 116.&&7 
- . (aor a& 

_. 
210 Amprollum. 116.6 (aomg. 

I 

211 &prouuln US.6 (aowa 

I- 

Armrlm6 OrId.... 

~NltJC-4- 
bsdm~yl~ 
rlmllbodd. 

B&If&L-..- 

EtbOpdXltC..~.. 

*---.-.-I--L-. 

EtbCpdXltC-.. 
&o nctd.... 

ROERAt REGISTER, VOL 41, NO. S-WEDNESDAY, RSRUARY 25, 1976 
l l 

8291 

[ HeinOnline --- 41 Federal Register No. 38 page 8291 (1976) 1 



1292 
- 

-* RULES AND REGULATidNS 
TMLE l-iiwno~~ M CV~.PLXZ ~Olemrr~ToIIQrY F=.C-COlWXU8d 

213 2L.mprollnm 

214 Amprollulli 

216 Amprollum 

i 21 oi 22.... 

j* 2.1 or 22.... 

k.-m.g 
ud 2I........-. 

“%lim 
aQfi2.~ ’ 

+ 21.22, 23, 
, and2.4 

II. 2.L......-. 

v.%I or 2.2.... 

ll8.b 
(aoma 

ls.5 
co.g2% 

. 

-113.6 
@m% 

1126 
(aosw4 

in522 

3omblmd with- 

k&m&d I.. 

St opabalo...... -t; 

F 

3T-dw-. 
Ethopabate...... 

&arsow . . . . . . . 

. . 
3mm*... 

&opabate....-. 

EGLISOL..-. 

FOXIkUlhL,..... 

Eadtradv,..... 

ErythromyPle.. 

we._ da- . . . . . . . 

BwuIadn...=... 

- 

,_ 

,. 

. . 

. . 

. . 

. . 

,. 

. . 

. . 

. . 

z- 

. . 

__ 

I). 

8. 

.- 

._ 

,. 

- 

em 
1 

I : 
I 

3 

I -. 

; 

a 
1 : 
1 
;) 

i 

I 

I . 

0 : 

D 
3 

a 
P 

5 

5 

0 

0 

LbJltt8uow 

WlIti somro or- 
c 

uro to cocdd!osIr 
m I acorrullna, 

i?iA$%%~~C 
occur. For fncrcwed 
rat8 of wd tat gnta, 
imszom?d doid- L 
doncy twl iIn- 
provedplglrIonud.toIL 

hsannldfnth IO. 
vonuonof wed P r&I. 

FEDERAL REOISTER, VOL 41, NO. 3B-WEDNESDAY, FEBRUARY 25, 1976 

I HeinOnline --- 41 Federal Register No. 38 page 8292 (1976) 1 



. 

3.2 Ampti-. 

393 Am-i- 

& 3.lor33-- 

b.%&E$ 
b. 3.1..... . . ..# 

. . 
L a.3 . . . . . . . . .., 

-. 
3. 31....... .I 

-. lL-L&~y - 
m. as, ar..... 
n. 3.l, 3.2L.e 

O.-P.' rassprFQd 
CJ. ax..---- 

. - 
. . 

4.?%W 

4.2 AT&n- 

2L 4.1...-..-.e 
~f+er- . . -...-.1 
I. 4.1. .._I I... 

3.43 I.......- 

t-g.@ * 
a. 4.1......... 

.- 6.l A.mvromm. 

. 

t.lur0-G ’ 
3 zi$sklta add. 

,e...... 

&dlIo odd-. . 

- . 
. 

KDERAt RKilfToI; VOt 41; NU. 3bb%DNEs~A~,‘FEBRtJAR~ 25, 1976 
v 

1 HeinOnline --- 41 Federal Register No. 38 page 8293 (1976) 1 



8294 

. 
, 

RiJLES AND REGLJLATldNS 
. 

TAWZ l-Am~oL~+t w COAWL?X~ OEZQXT AND !l%mur PBP-Contlnued 

R 7.1,....,- 

b.7.1..-.... . 

. 

’ 8.1 Aalplmlnl. 
9.1 AmptomluL 

. : 

-. ---_... - -.-..-. - ---- -.---_-- 

-.sre... 

, . . 

- . . 

. . 

. _ 
_ .-A 

.*...I”, 

, 
* . . 
. I 

f . . . 

. 

:$j 

P 

. 

. 

, 

I , 
--- 

. . 

ODmbraeddth- 

1 

. . 
,. 8 , 

., . 

: ’ 

* . 
. _ __.. “_ ._-. c _ ._ . 

, 

. a’ 

: 
-. 

.I 
%I 

. . . 

. 

. ’ 

I. 

1, *: 
0 

-- 

. 

. * 

. 

. 
. . ,. ” 

’ *. 
I . 

-. 3  

c. 

Gt 
pa 

7 
-I 

4-64 

. ._ 

. 

1 

..-... 

646 

..-- _ 

. 
--.. -_ -..., -...- -.--- .- --._ - ._---_ - _ 

DO. 

RDERAL REGISTER, VOL. 41, NO. 38-WEDNESDAY, FfeRUARY 25, 1976 

I HeinOnline --- 41 Federal Register No. 38 page 8294 (I 976) 1 



_. -,:: -. (g 3.3 f .L _._. f- .-.-.’ 5-- _..^.._ _... ----..-__-- _“--_.---_ _.-.._. _.. _-.. ._. 
&’ . . . 

TABL.~S~+XXO~~IU~~~~P !!f CQX?IJSCmExnhSD . 

_- * _ ‘. I’ I’. ’ ---------‘-- 
. . - k---c . 1. F 

. . 

1 HeinOnline --- 41 Federal Register No. 38 page 8295 (1976) 1 



s296 - * 
l ’ . +  

8. In d121.220 Iwtatin, IjaraBrisph 

(d) is amended in the table by deIetf?% 
;‘bbtexe sa through f foUowm$4Wus 1, 
. ’ 7: By r&k& 0 121.225 to read as fol- 
lows: 
0 121,225 Antibiotics~ foi growth pro* 

motion nad feed efficiency. 
The &ntibfotJcs &ted in this ’ se&on 

maybesafelyusediuanhnalfeedsasan 
aid in stiulating growth and im~rnw 
feed efffdency, fn 8coordanc% with the 
followfng prescribed cxmdiHons: 

(a) Procuiire penicillin. Proo8lne PSaf- 
cfllh 8s folxows: 

(1) Pmx.ine penicm is the Procaine 
salt of the antib!otio substance ~rvduced 
by the growth of Penicitli~??% notatum or 
Penicillium chmogenum or the same 
~aHi&fot$~bstzcnws- -produce& -br=W- 

(2) The t;uanti~es of the antibiotics 
referred to fn this para8raph refer- to 
aotfvftfes equfwlent to those of the ap- 
propriate antibiotio master standards. 

(31 It is used or intended for use: .. . . 
W In the feed of chickens, turkeys, 

and pheasants in an amount not less 
than 2.4 mms nor more than 50 grams 
pertonoff%nishedfeed. 

<If) In the feed of quail not over 5 
Weeks of ase, in au amount not less than 
5 gmms nor more than 20 grams per ton 
of Anished feed. 

wf) with streptoulycin,in the feed of 
chickens and’ turkeys at a level of 2.4 t0 
7.6 gmns per ton bf procaine penictuin 
wfth 12.0 to 37.6 grams per ton of strep- 
tomycln and fn the feed of chickens Sit a 
wel of 3.75 to 7.5 grams per ton of pen- 
iofllin and 18.75 to 37.5 grams Per ton 
of streptonWohl. 

(iv) With streptomy& in the feed of 
swine at a level of X.5 to 7.5 grams per 
ton of pexiioillin comb&xi with 7.6 to 
37.6 grams per tvn of streptomycin in 
the llnfshed feed. . . 

(19 Xn the feed of swine in an amount 
not less than 10 grams 02 ~enicUliu nvr 
more than 60 grams peniofllin per ton 
of fin!shed feed. . 

0) Zlno Zmcitracin. zinc baoitracin as 
follows: . 

(1) Zinc bacitrac~ is the sine & of 
the antibfotic substance produced bY 
growth of ZMdllus subtilis var. Triwy or 
the same antibiotic su@_tan~e produced 

RULES. AND’ REGUtATlONi , 

UD In feed for growfug cattle, In an 
amount providing not less than 35 xl&* 

. liingrd~ae than 70 mill&rams Per 
(Iif) In the ‘ieecl of quail not over 5 

weeks of age, in an amount not less than 
5 grame nor more than 20 grams per toa 
of fhdshed feed. 

(iv) tithe feedof swine, in an amount 
not less than X0 grams nor more than 
50 grams per tpn of finhhedfeed. 

W Btfdtracfn methplena disaIicylatk 
ra;tr8cm methylene disalicylate as fol- . 

cli Baoit~%In methylene disalfcylate 
3s the methylene disalicylate~salt of t@? 
antibiotic substance produced bY growth - 
of Baciius subtilis var. !C~RCY or the same 
a@ibfotic substance .produced by any - . . . etner means, ana for tne purpose or ttus 
pa~@.a~h@zrs-to bacftracin methylene 

-dfdfc~aii? or f&ii grade b8ZitiWifi 
m&hyifme disklicylate. - 

(2) The quantities of the antibiotics 
-referred lo in- this paragraph refer %o 
8ctivftfes equrvslent to those of the ap- 
propriate antfbiotfc master standards. 

c (3) Xt fs used or intended for use: 
W In the feed of chickens and turkeys 

in an amount not less than 4 grams nor 
yeFde than 50 8mms per ton of ftnfshed 

(16 Iu the feed of swine, fn.an amount 
not less than 10 grams nor more than 
50 gram$ per ton of finished feed 

Cd) CMortetratWine. Cfilortetracv- 

(vfi In the feed of calves, in an 
amount not less than 25 milligrams Por 
head per day nor more than 70 milli- 
grams per head per day in finished feed, 

(vff) In the-feed of 8rowh1g o&lo, in 
an amount equal to 70 mihfgrams per 
head per day in finished feed. 

WfiO In the feed of calves UP to 250 
pouqlsin weight, in an amount providing 
0.1 milligram per pound of body wefght 
per day in milk replacers or starter feeds, 

te) SrytlwvmW& thfocganate, E&h- 
romycin thiooyanate as follows: 

(1) 33rythromycin thfoeyanate is tho 
thiocyanate salt of the antibfotio sub- 
stance produced by the growth of Strep- 
tomyces ergthrew or the same antiblvtio 
substance produced by any other means. 

(2) The levelA of antibiotics listed are 
expressed fn term3 of the wekht of . 
erythromyoin __ master standard, . O+e 

c$fne q fohows: 
(1) CblorWracycline is the antibiotio 

substance producedby growth of Stfwto- 
myces aureofaderrs or the same anti- 
biotic substance produced by &xx? other 
means, and for the purposes of this para- 
graph refers to chlortetracycline or feed 
grade chlortetraeycline. 

(2) The quantitks of the antibiotic 
referred to in thfspara8raph refer to ac- 
tivib wuivalent to that vi the anuro- 
&ate Gtibiotic master standard ; - 

(3). It 5s used or intended for use: 
(i) In the feed of chickens and tur- 

keys, in an amoxnt pot less than. 10 _ 
grams nor more ttian 50 tmtne per ton 
of finished feed. 

(iv) &iequRte mixing db!ect10ns to 
provide a complete feed with the propar 
concentration of the additive or addi- 

’ tlves. whether or not intermed.iate feed 
additive su~~l%m%nts, feed additive con- 
centrates, or feed additive premixes aro 
also ueed. 

gram of erythromycin thlocynncrte Is 
+piy@ent to 0.025 gram of erythromy- cm m~3.-r-$..n-..~ I- .---- -- - .--... ..^ ___. _ __ 

(3) It is used or &tended for use: 
(1) In the feed of chfokem fn an 

by any other means, and fVr the PurPoses 

(Ii) In the feed of mink, in an amvunt 
not less than 20 grams nor more than 
50 grams per ton of finished feed an{ 
aIso as an aid in increasing pelt size, 

(iif) In the feed vi horses UP to 1 Year 
of age iu the amount of 8.5 milligrams 
per head per day, where suc$ horses are 

referred t’@ fn thfs pirrsgraph rt?f%r f~ 
not 1~ aan lo grams her more than so 

&fvftfes equivalent to tho3e of the a~- 
pr.m per tonof flnfshedfe& 

prop&&e antJblotfb master standards. cv) In the feed of lambs and growlug 

i+ (3) It Is used or intended for twe: sheep, &I an’amount not Iess than 20 
(1) %t the feed of ohfckens, turkeys, grams nor more than 50 grams per ton of 

and pheasants in an amount not lessthax fh&hed feed. 

amount not less than 4.8 grams nor moro 
than 18.5 grad per tat elf flu&hod feed. 

(ii) Xn the feed of turkeys not over 12 
weeks of age, in’an aniotmt not lc5s than 
8.25 nor more than 18.6 grams per ton of 
finished feed. 

(iii) XII the feed of feedlot beef c&lo 
at 37 milligrams Per head per day. 

(f)-(V) tReserved3 
(w) tabelinu ;rewiretnents, (1) To ns- 

sure safe use, the label and labeling of 
the addWe, any combination of nddl- 
t&es, and any feed additive supplernon& 
feed additive concentrate, or feed addl- 
tlye- premix prepared therefrom, shall 
bear, in addition to the other Informs- 
tfon required bjr the not, the following: 

0) The name of the additive or addl- 
tives. 

W A StStetItent of the WUMy of 

. 

eaoh contained >in any mixtures. 
Cfifl A statement of the conditions for 0 

which the feed is to be used, . *. 

W-m: 5 221326(w) WIIS amondcct by nn 
ardor prlblbihed1p fhel%m RZOW)TIJI on 
xlbrch 20, 1066. 30 FR 3703, omctho &mu- 
WY l, 1366,atrd wns otq'od 8t.30 Rt 13363, 
Septembha3,lD66. . 

&12L232 .--- CRc6crv.ed1~~~~~~ .---. -.-- ._.... -. - _. __ ._ 
8. By revoking 8 121.232 Bacftrucfn 

andreservingltfvrfutureuse. ’ 
. 9. In 0 E&2333(d) by revlsfttg tables 1 
and2tvreadasfollows: 
8 121,233 Zinc bacitracin. 

. + . . + 
Cd) l l l 
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11. In D 121.251 OWeWc~cline, par- 
sgmph Cd) is amended fn table 1 by 
deleting subltems a through c folIowing 
ftems3andS. * 
8 121,252 tAmended] 

12. In 0 lZl.ZSa Badtiacin methgZene 
disaZiwZate, Paragr8Ph (d) is amendeil 
8s fouowsz- 

8. In table 1 by deleting the foUowhg 
fte.ms and subitems: Item 1.2 and sub- 
item a; item 2.2 and subitems a through 
d: item 3.2 and subitem a; item 5.2 and 
subitem a; itemJ.2 and subitem a; sub- 
ftmns 8 through 0 foYlowing item 7.2; 
and item 4.2 and subitem a. 

b. In table 2 by deletingitem 1.2. 
§ 121.253 f&nendedl 

’ a 13. In 0 121.263 ArsuniZio acid, para- 
graph Cc) Is amended ih the table by 
deleting subitems a through e foliowIng 
Mm 1.8 and designating the subitems 
8s TRe~ervedl ” . 
8 ixa.2456 .JIAnlelldedl - 

14. XXI 5 i21.256 PenWZZin; paragraph 
Cd) Is amended WfouowS: 

Urnltatfow 

4s pmcalnc poldc~,.. 
PA0 baoltradh Inethylen1 

fls$tpta,orrlnobad 
“zdy hr 

l[ndl~tlons Ior wo . 

Pmvonuon of 0bronl0 

monlaa m&Imd). 
Omwth promotIon ood 

focdefQcioncy. 
Qmwtb promotton nnd 

iced crn.7ky. 
Do. 

a. In table 1 by deleting the following 
items and subbms: Item 1.1 and sub- 
item a; subftem a foIXowhg item 2.1:. 
item 3.2 and subitemS a and b; item 43 
and subitem a; item 8.1 and subitem a; 
subiteme 8 through. c following item 8.1; 
item 10.1 and subitem a; +ns 12.1, 13.1 
and subitem a, 15.1. 

b. In table 1 items 16.1 and 17.1 undei 
the Iimitations cohmn by deleting 
“bti&acin or” folIowing the w&is 
%rocaiue peniciuin +.” 

c. In table’ 2 by deleting item 1 and 
‘desisriating the item as EReservedl. 

‘d. In table 2 item 3 under tIie limita- 
tlone ‘.colunm by deleting the word 
“bacitracin,” following “‘procaine peni- 
ciuln+.” . 

15. In 3 121.282W the table is 
amended by deleting subltkms a through 
k following Items 1.18 and 2.2 and by 
adding new subitems 1 and k follomg 
item 1.18 and new sub&enl a followixlg 
item 2.2 to read as follows: 
6 12l.~~.aUro -4 - h+oxyphcnylnr- 
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lOQ@O f fu?Qs,tal1!el.lkm7. 

$j121.264 fAmendcd1 : 
. 16. In 0 l21s%4 SuZ~anitran QzceW 

(p-nitrophenyZ> -su.ZjanIlamfd.e> by re- 
voking sub3tems a through cl following 
@.m 15 in the tabIe_kn paragraph Cc). . 

- 17. secMon 510.515 js revised to Icad 
8s follows? - 
s 51&35 himal feeds bcnting or con- 
: mining xy~ti amind *gs subject 20 

~e;pc~~ons of scctxon 512(n) of 

Animal feeds that -&ar or oontasn 
peniciUn, streptomycin in-combincrtl0n 
with penicillfn, ohIortctracYclsne, feed 
grade zing baoitracfn, and bacfh’acin 
metbykue diwtiIcyIate, with or without 
added suitable nutritive ingredients are 

-exempt from tie c.erMoation require- 
m&s of-s&&m 512 of tih&&Ct~ropfded 

. they are the subject of and in compliance 
with regulations for their use in Subpart 
c of P&rt 121 of this chapter, Part 658 
of t&is chapter, or any one of the para- 

~gr8Phs of this section: l 

(a) Where Micated in paragraph 
0 of this six6iotl’it is Iunnuf8ctured 
with or without one, but only one, of the 
following ingrearents in a quantity, by 
weight of feed, as hereiuafter indicated: 

(1) Arsani& MCI: Not Iess than 0.005 
Percent and not more than 0.01 percent. 

(2) Sodium arsaniktte: Not Iess than 
: OJOJ5~f3rcent and’not more than 0.01 

(3). 3-Mtm- 4 - hydroxyphenylarsonlo 
. t&ii: Not less than 0.0025 percent and 

not more than 0.0075 percent except in 
ohieken or turkey feed whfch shall con- 
tain not IeS than 0.0025 percent and not 
more than 0.005 peroent. 

(43 Furazolidone: 0.00083 percent, 
(5). Purazolldone 0.00083 percent, 

- with or without nitrofurazone 0.0056 
xxrcent, . and/or 3-nitro-4-hydroxy- 
pheuSarsonfe acid not less than 0.0025 
percent and not more than 0.0076 per- 
oent except in chicken or turkey feed in 
which the lfmit of 3-nitro-4-hydroxy- 
pheWarsonSc aoid shali be not Iess than 
0.0025 Percent and not more than 0.005 
I%m!en6. 

(b> Itisintendedforuseinanyone of 
the following conditions set forth in this 

_ paragraph: 
(1146) lReserved1 

. 

(7) W It is intended for use sokily as 
a trenttucnt for oomplfcated, chronic 
rcsp~toty cliselsa tnir-sac infeotlonl, 
infecttous slnusltls, blue comb (nouspe- 
ciflo infcotious enterMs, mud fever>, aud 
hexamltinsis in potitry~ fmd/or b&&al 
swlno enteritis; its Inb&iug containsade- 
junta dirwtious and wrunhm for :mch 
USC; and it contains, per top of feed, not 
less than 100 grams of chlo*tmcY~, 
or oxytefxscycl3ne, or a combination of 
such drugs, or- not Iless than 90 grams 
nor more thnn 180 grnros of IXSWUII 
and strcptOmycin ha a combination con- 
talnblg 16.7 pcrwnt penfm. 

0 When intended for the ases spCc- 
Jfied in this paragraph (b) (71 Ci) , it may 
8Zso cctntafn, in the amount specified, 
one, but only one, of the iugredlent~ pre- 
acrlbed by p3sagmph (a) of this se&ion. 
If it is Mended for use solely in &ml- 
try, it m8y contain 0.1 percent of para- 
amfuobenzofc acid or the sodium or po- 
tassium salt of pm-nmlaobenzoio acid. 

(b) II it Is intended fqr use sol& iu 
the treatment of the dhases of chkkeus 
described in thfs parasraph (b) (73 (i), 
it wntnbls, per toh of feed, not less than 
100 grams rind not more than 200 grams 
of chlortetrwycline and it contains not 
les thaa 0.4 percent 8nd not more than 
0.8 perceut of dietary calcium, then rep- 
resentatious mtw be made in its Label- 
instofhee&ctthatthereducedamount 
of caldum dcls ha fucrw the con- 
centr8tions of the aatibfottc in the Wad 
of treated bSrds; the IabelJug of such 
mt?dicnfed fecd 8httU include that re- 
au&d by 0121208 of Us chapter; 

Cc) If It is intended for USQ solely 8s a 
treatment for bacterhl avlue enterit&, 
It m.8~ contain, per ton of feed, not less 
than9fJ2rmnsnormomth~210grams 
of pe!kWh and skeptom~cin fn a com- 
bination contnfnfns l&V percent PealcIL- 
Iin, provfded that fte lab&g bears a 
w8mhtg that the feed is not to be used 
formora tWa14days. 

ail ntex?rvedl I 
MU It fs 8lso intended for use in the 

trelttmfmt of coccldfo6ls ill chiam 
caused by E, tcnelZa and E. aecalrlz; ifs 
labeling bears adequata directions and 
w8mings for such use cfnoluding the di- 
rectlous and war&~ reqtied by para- 
3rsph Cb) (7) (1) of this section): and - 
it. contafns, per ton of feed, 200 grams 
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yoo . l iULES AND REGULATIONS . 

of chIort&rfwcline and 0.4 percent tc 
0.55 Percent of dietary calcium 

(8)-(D) SRRserYedl 
(10) It is intended for use solely in &he 

treatment of chronic respiratory disease 
<air-sue ‘iufection) , infectious sinusitis, 
and blue comb tnon&ecific infectious 
enteritfs) 4 poultim  and/or bacterial 
swfne enterltfs; its WeIfng bears ade- 
quate directions and warnings for such 

cl~.l &‘w&&&t of feed, for the condi- 
CD For fowl: tvPhoid, pullorum, and 

the paratyphoids in birds regardless of 

bination of them- imo chgs per ton of 
feed. When intended for such use, it may 
also contain the esuivabnt of not less + 
than 100 grams of bacitracin pet ton of 

age:~O.OllperOent -* 
Ciil For the treatmeut of hfstomonfa- 

sfs (blsckher& , ~aracolon infection, and 
avian infectious hepatitis of chickens, 
and to lessen the morbidity in outbreaks 
of infectious arthritis due Zo a filterable 

i&e; and it contains, per ton of iced, agent: 0.022 percent. . 
the equivalent of either 100 grams of (18) fReservedl . 
penfcillfn, or not less than 100 grams and (17) Ci) 3 is intended for use solely a8 
not more than 500 grams of bacitracin au aid in the treatment of chronic res- 
(as sine bacitracfn) . or not less than 100 pfratory disease’Xair-sa.c infectfan), in- 
grsms and not more then 200 grams of fectious sinusitis blue comb Cnonspeciflc 
bacitracin tas bacitracin methylene di- infectious enter&, mud fever) in PO& 
salicyIat&, or not less than. 100 grams ,try: its labehng bears adequate diredtions 
and not more than 500 &rams of Peni- and warnings for such use; and it con- 
ciU4 and bacitracin (as sine bacitraoin) tabs not less than 100 grams of chlor- 
in a combination containinsnot less than tchxwvcline or o&etrec&ine or a com- 
50 percent nor more then-75 percent of 
bacitracin, but ip no csse containing 
more than.125 grams of penicihin, or not 
less than 100 grams and not more than 
200 mans of Peniciilin and bacitracin feed. - 
(8s Lcitrscin ~ethybne cUsilicyiate> 4 (ii) It is also Mended for the treat- 
a combSnation containing not less than ment of the diseases of poultry specffled 
25 percent of penicillin nor less than 50 in paragraph (b) (15) of this seotion; ft 
percent of baeitraciz e&pt that, if it contains one of the ingredients~in the 
is intended for the treatment of bacterial amount and under the c.onditions set 
sivine enteritls, it contains, per ton of forth in paragraph Cb) (-I?) CD of this 
feed, either 100 grams-of baoitracin <as section: and it c&ains fnrazolidone in 
zinc bacitraoin or bacitraoin methylene the amount specified 3n paragraph Cb) 
diealicYIaW, or 100 grams of a oombi- Cl51 of this seotion. 
n&on of peniciIUn and bacitraein (as (18) -$24) SReservedl 
zinc baoitracin or bscitracin methylene (25) It is a medicated cattle feed con- 
disalicylate), containing not less than 
50 percent nor more than 75 percent of 

taining chlorp&racycline 4 the amour& 
bacitracin, When intended for the uses 

and for the purposes indicated in 8 121.- 
speciiled in this paragraph Cb) (lo), it 

208 of this chapter, and its labeling bears 
may also contain, in the amount specl- 

adeqnate directions and warnings for 
such use. 

hi, one. but only one, of the ingredi- 
ents prescribed by Paragraph Cal of this (26) (1) It fs intended for use solely 
s.eation; ProvitZeiZ, bowver, That the le- An+ acceleratfng weight gains in beef cat; 
vel of antibiotic or i&ibiot.ic combma; tile, and it contains a quantity of die&& 
tion present is not greater than the m in- stflbestrol adequate to provide not more 
imum amount speci5e.d therefor in this than 10 .milligrams Per head per day 
paragraph (b) (10). when fed fnatcordance with the.direc- 

(11) It is intended for use so& & 8 
tions for use that accompany the feed, 

treatment for ba&eria3 swine enteritis 
and there has been submitted to the 

caused by Satmonetlo chobzra~uis, its 
Commfssion~ in tWicate, adequate in- 

IabeUng bears adequate directions and 
formation of the kind required for Form 
FD-1800 and such application has been 

warninga for such use, and it contains aPproved by the Food and Drug Admin- 
oltrofurszone in a quantity, by m ight of 
feed, of 0,056 percent. 

if&&on, The exemption shah-aire at 
. the beginning of any aot changing tithe 

(12) tReserved3 labeling or potency of such drug.unless 
Cl31 It is intended for use solely in an approved supplement to the aPPlfca- 

the treatment of ohronio respiratory-dis- tfon provides for the cbasxe, or with 
ease (air-sac infection) and infectious ahantie js made in conform&e with 
slnudtfs 4 po’il~; its labeling bears other provisions of 0 514.9 of tbisphaater. 
adequate directions and warnings for ui) It fs also intended for the preven- 
such use; and it contains not less than tion or trealsnent of the diseases sgecifled 
O.1 Percent pars-aminobensoic acid or 4 paragraph. [bl(251 of this section It 
the sodium or potassium salt or para- contains diethylstilbestrol in the amount 
aminobensoia acid. and under the conditions set forth in 

(14) EReserYedl psragraph fb) (26) CD of tills section, and 
(15) It is intended for use solely as an. it cbntsins the antibiotic in the amount 

% ld in the treatment of poultry in .out- 
breaks of fow1 tm>hoid, pullorum, the 

~M~ld in paragraph (b) (25) of this 

oaratgphoicls, infectious arthritis due to . Ci37) ‘IReserved 
F  fihterable ag+ histomo.niasis <black- 
head), hexamitiasis, quail disease Culcer- 

!g8) It p-a medicated feed for beef . _ _. _ ._ - cattle commmg DaCltr&CiO. metnnene 
ated enteritis),- paracolon infection, disalioylate with or without diethylstil- 
avfnn infectious hepatitis, and coccidio- bestrol in the amounts and for the pur-’ 
319, ita labeling beare adequate directions . poses speci&din I 12f:252 of this chapter 
and warnfngs for such use: and it con- and its labeling bears adequate dire&ions 
t&bins the following quantities of furasoli- and warnings for such use. 

(2s) -C37) tReserved3 
CM) It ts intended for use solely for 

8ccelerating wefgf?t sains in sheep; it4 
labeling bears adequate directions and 
wRrn4gs for 6Uch us% inchuiing R ‘Nom- 
bag that its use must be discontinued 7 
days before the treated animals are 
slaughteted for human ConsumPtion: it 
contdns a quantity of diethylstilbestrel 
adequate to provide not more than 2 m ll- 
ifgrams per head per day when fed in . 
aocordanoe with the directions for uso 
that accompany the feed; it contains less 
than 50 grams of antibiotics par ton of 
feed; and there has been submitted to 
the Commissioner, in triplicate, adequnto 
information of the kind required for 
Fcrm l!!&l800 and such appli ation has 
been approved by the IFood an B Drug Ad- 
m intstration. The exemption shall oxplro 
at the beginning of any act changfng tho 
labeling or Potency of such drug unless 
an approved supplement to the aPplica~ 
tion m tnides’ for the change or the 
cbaage is ma&e in conformance wfth 
other provisions of 5 514.0 of this 
chapter. 

(39) It is intended for use solely as an 
aid in the tre&tment of fowl typhoid, 
Paratgphoid, and ~uUorum disease in 
poultry flocks: its labeling bears adcquato 
directions and wurn!ngs for such use, in- 
cluding 8 warning against its use in lay- 
iw hens and a warning that its use must 
be d&continued 48 hour6 before tho 
treated animals are slaughtered for hu- 
man consumption: and it contains 3,6- 
dinitrobenzamide in a quantity, by 
weight of feed, of not less than 0.075 Per* 
cent and not more than 0.16 percent; It 
contams less then 50 grams of antibiotics 
per ton of feed: and there has been sub- 
m ittedto the Commissioner, in MPlloato, 
adequate information of the Mnd ro- 
quired for Form lSH800-Revised under 
5 514.2 of this chapter, and such applica- 
&ion has been approved by the Food and 
Drug Administration. The oxemptlon 
shall expire at the beginning ot any aot 
changing the lcibding or potenoy of such 
drus nnless an ;aPProved supplement to 
the application Provides for the chaneo 
or the ohange is made in conformanoo 
with other Provisions of H 614.8 of this 
chapter, W&en intended -for tho uses 
sPeeiiied in this paragraph, it may also 
contain, 4 the s&ount sPeoif%ed, ono, but 
only one, of the fngredfents Prescribed by 
xmwpaph Cat) of this section. If it con- 
tafns one of the arsenic compounds Pro- 
scribed in parakrpph (a) of this se&on, 
its labeling must bear a *ranzinl: that it 
must be discontfpued 5 days (in ffou of 48 
hours as required in this ParagraPh (b) 
(39)) before the treated ohickens or 
turkeys are sIaughtored for human con- 
sumptioa 

C4OM51) CReservedl 
(52) It is a cattIe feed containing ulna 

baoitraoin, with or without diethylstil- 
bestrol, 4 the amount8 and for tho Dur- 
gosea indicated in gl21,225 or Ol21.241 
of this chapter; and its IabeUng bears 
adequate dire&ions and warnings for 
such use; ProvkdeiZ, however, That 11 such 
feed contains dietbsMilbestroI it is ox- 
empt from  certi&atfon only under tho 
oondition that there has been submlttod 

, 
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to the Commfssioner, in tripkf~t% I&- the fnbellnH Or PokDlcY Of SUCb dtUg IIn- 
qw&e informaiSon of the kind rewired less rsa rrnwt~ed mppplunent to the asG 
for Form FD-1800, snd suclx nppllcntion pUtion provfdcs iOr t;hC dhsrrye or the 
has been approved by theFood andDrug change Is mnde fn CO~~O~IIIZUUX %vith 
~d~~M~tratk~a The exemption shall ex- 0tlhcrProYfsI0ns of 9 5148 of this chqer. ’ 
pite at the beginning of soy act chewing Cc) Ifi is intended for use as ibllows: 

. _ 

. Prodnot 

6. Pcldculln~,--. 

E;&eplom~clsL.* 

* , 

Do. 

. 
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RULE! AND REGULATIONS . . 

14. Cblortehcmltno. 
. . . 

.- 

Cl mg per bead per dny--.-..... 

20 days it may contain cbWrtotr8- 
oyalinc, i B 

3 $cc to prati 
uanttW bywrigbt of 

. 1 
e?Orymr hcnd per 

18. In 6 558;15 by adding a new pars- 
’ graph (gI to qad as follows: 

the requirements of this section: Pro- 
videc2, That the intermediate premix cop- 

8 558.15 Antibiotic, nitrofmn, rind ed- tab no drug hxredfent whose use in or 
fonamide &up is tbo feed of nni- on animal feed requires an approved ap- 
nlIll& plioation pursuant to section 612(m) of 

** * 0 
(IT; The submission of applikatio~ and 

the act, and/or where the premix is ap- 
proved by regulation in this part, 

data required by paragraphs (a) and (b) (1) The following antibacterial dny 
of this section is not required for the Premfxes manufamed by the de&- . - continued manufactuke of any inter- nated 6Ponsors are eligible for interim 
mediate Premix which is produced sole& Imarketing based on their compliance 
fr0m.a premix that is in oompllance tith mlth the re@remer& of this section: 

n , . 
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so,,--L. -. . 
Elnuco Pmdncls co- 

DO-.--A. 
Abboti L3bomtor&s. 
!chs UpJohn co...- 
P&u, Ino.,-,,. 

Do-.------. 

DO.;-.., 

RULES ANI) REGULATIONS . 

,:do-.--. 
,-do m.... .w.m.. 

?ngepml- 

,..do..-:-.a. 

. 
-de-&-- 

. . ..ao...&&.&. 

-AL&;..;.. 

lUbbl%-.-.. 

do -- -...s...o 

do w- --.-a 

CblTOL-...... 

coaunnblnly; 
GJJlspucent. 

735le10l?ItoL.. 
sos,Zon-...., 

. 
ratalGQ~. 

SCOl$tOIl..- 

sm. lzlP cl tbls ChaDkr. 
s$ygsgw or . 
l?ce. 1?I.?w Qnbles I nrtd !2) of thft cbapkr. . 
sm.ti?zu3. 
kc. lZf.52 of III chapter. 

#cc. IZISG (kab?s 1 and !3 
01 lhb chapter. 

. 
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Dmg spmwm 

. 

Do _._.._r_____.._. 

. Do ._.______ :. mm__. . 

..-.do....w..- 

. 

..__ do..-:.-.-.- 

.I_. do-r .--.e..-, 

- 

-- 

.- HI 

.I *. 

.- I 

. . .a 

.- . . 

. . -. 

.- 1 

.I -4 

m. _. 

. . . . 

.- 1 

-. 

, t 

.I . . 

.- 1 

I 

.* t 

L 

Q‘ 1 
c 

8, ., 

.___ do .v... i--.-r 

. . . . db ..__.__._-.~ 

.__. do em.. .e..:.., 

ChIokens and 

:.w.do........... 

..__ do: ______._., 

..__ do -..I____. 

,. 

.._. do..: _-..__._, 

._a_ do ._..__ m e-m_. 

.-.do.- me.. A__. 
:nttIo . ..--- ̂  -..-. 

USC ICVOlS 

10 to 26 &xl..... 

64 &in .-..*. A.. 

roligit*n . ..--.--. 

. . ..-do..... se._, 

rnalodIfJnsforot;ur 

Asnudain the 
backtial ah E 

twQnucn01 
co.’ 

As an s!d In tbo trcntmcnt of 
bootadnl dlmbcm 

Aa ah dd In roducltig in- 
cldonco and e.ovaItp of 
bloat.AeanJdtnrodudn 
incldodonco and wvcrttp o ‘i 
ltver aBscm.cs (for cottlo 
blorPw0 rntc at 
lvdgbtng over 1M) ‘tp&l 
lmprovo feed o l&P 
an nld In ~IPWXS$~~~% 
proiluotton In hcbtlng 

Aiiii~rXZ tbo provonilon 
otboctcrtnl dhrrbca 

rrcz&lt of nccroUc entcz 
ltll~u?cd by 8. CM& 
3etwa&.laSwand 121.260 of 

. 
3co. l2l.226 of tbIe olxipter: 

sco. B&67& 

Do: 

Do; 

. 
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adch 
Do --- ...,ll...-rm 

. 

,..do.......... 

. . . . do- . . . . -..a 

. . ..do-........ 

1 . 

*  
. 
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.- 

_ Do _..__._...____ 
Do:.,.; -... 2. 

’ ml 1---... -:., 

Bpcofeoc: 

. 

. 
. ..n’&..-.-.~ 

UoebTek ” 

. . . . . 

1.$pnt @co . 

. 

Ud ik pmantbu of CVC&- 
dbfs when fed contbm- 

bBo%* aid lo contronltq 
b?scs au0 tv tx!vondary 
bDctQrhl fuvesions cow 
eurront Rftb cvcQfafosfs 
ontbre- when fad CQII. 
Clmmusl~ throu&hout the 
~OWQX Mod. b.?. rxm of tllrs ObnptQr; 

tti The followimisalkit of drug corn- 
jdnationw~enqif;tad-when Prepared. fzom. 

porated herein by reference since they 
are’ safa and effatlxs bs: c&em~anary 

antibakteriai. drug, premixes listed in standard& or such sensors have been 
paragraph (d (at) of ‘this section. IlNg nottfted of any additional safety or ef- 
‘oqmbinations Bite@ in Subpart B of This I%69 dsta re&ired on an indivIdua1 
part name thetisponsors and are Inoor- ,ba&: 
5. . . I . I. 
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.a.-. s 
: . . . . 

. ,  

-.e------.---. 

lYlgIn%.-----. 

- . 

8307 . 
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I 

g- . ..-I--.. 

------I 

mo!nd.ll&.. .AJ.. 
.................... 

Do........~:..... Neomwlabam.. -do. .......... 

. ..do ........... 
!ElY~. .......... 

. 

. wsehols 

Et4 140 gIlon.... 
i3 to 100g/ron.... 

15io140&4m.... 
ma100 &on-. 

_ 

6 IO 140 dton.... II0 to w sltoe. 

5to1W6/lon.,. 
00 to 200 gfton." 

6tOl4Ol#OR.... 
w&on . . . . . . . . . 

0t0140&0ll-.. 
0 giton ..-....... 

5 ta 14o~ltQn.... 
Otol6otY/vxL... 

Ihdlcrbuous forusu 

PO oxtuld pcltoct OrhIgk c&g 
CaDanenm, to lmprovo 
c66 pr0cIucUon, to lmprovo 
feod aaMonoY. lo hnurovo 

i?Ai%un 
0~1 

trio prevmuon of 
wultmartallty dZl0 to 

OaY &  ImoycllnD%ume Ubla 
ot!&sms.Asnardd nthe P  
provcatlon of bncteriml 
mterttls and in tbo control 
of ncomyc.hmusiUvo or- 
r$uQsW wociotcd nlth 

lao comb (mud fovcr or 
na_nspcdoccntcdus). 

ls *D,ad In lho 
-. 

mvenuou 
of bacterhl en rrlL and P  
innocgntrQl” 

otcdxv1U1 b “o wmb “F” (mmi 
lover or nPnspreUlc cnt.m- 
MSk 

:04%0~bh30 comb (10ud 
fovcr ok nonspecU0 cnlw 
ins). lnrmuous ehun4us 

As nn aid in tbo 
of hrIolorfllI en crluS mxl P  

ciwonikm 

lnt&LILl~no~ O~rAmycnyc 

atedw~th &%,mb (m”i 
fovcs or nonspcclno cntw- 
In& 

:onEi of hIfectious syno- -vul%.Fm tho tnm lmout or bscrPdPS OaLeritlsond phlo 
ccrob (mud fovcr or flon- 
SPDg$lo r!rmr!us). 

in an hd In lho prmontlon 
ol tlaotorfal ontorlt& 
‘“““~““by &z dfnnhca 
(b bn Y  pks old 
br!orAfo dYsal&r.v, a 

, VI- 
OodY 

drsenterr ond admonall i~ 
Id&&p er ncuoU0 
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Do..,........- . . ’ OxylelmwcUn~.. .-lo,..-.-. 

Do . . . . . . . . . . 1-e . . 

Do . . . . . . . . . . . ..m . 

Do ~.~.-~-~~.~.~. 

. Do....-.......... 

DO-L. . . . . ..I. - I 

Do.....-....... .w ! 

,: DO ---..---...I. 

-’ Do.s.......:.... 

. Do---.....L 
. 

Do L.eI-w-w- 

Do.-.......-., 
Do . --------* 

. r 

.I 

da 

. A 

.'I 

Do-.....-..., 

Do.......... . ..-a 
Do..-.......- 

.d 

:I 

.d 

.E 

. a 

Ncvmydn baa.- v-do-....-- - 

Xeomydn Y bsso-. .-do, . . . . . . . . 

. . 

.- : 

.- . 

.- j 

.- 

.- ! 

.- ; 
:. 

._ / 

._ 

. . 

. . 

. . j 

.- 

._ i 

.- ; 

.- : 

. . 4 

” . 

I. I 

.- 

Do. 

Do. . 

Do. 

DO: 

DOG 

Do. . 

Do: 

Doz 

Do2 

ko.l2L2loot~cboPtar 

DOZ 

Do: 
. 
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I 

DL,,-  
D o d m  
z-- 

-.-- . 

DV--- . - -  

f Y % L -  
-‘--‘+ y  

Do---s-.  

DO.-.,.,-... 

Do.,-,-.,.-. 

DD,,.L---- 

Do....‘,.,-.-. 

I 

- * - - - - - - - - -  
EL . -  --*. *-- 

-, 

--------.-. 
DO,.,  .-..-.e-.vI 

L -  

D o  - - - - -m-m- 

- Do,  __ . .____. .w 

p-A-* .  
-*.I.---*, 

Do..,em..,., 

E % r g t n e P a l I ~ .  . , .A0 -...-.. 

N lb9d1 izm. - ,  I . . . ..do..... . . . . 

W a e l i I m L  . radbucm*cr r  

DO.  
Do.  

iz 

Do.  

Do.  

Do.  

Do.  

. 

. 
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. . 

oxyt.otrnoycune. 
ArsdUa acid- 

(%gEKmd . . 

. . ..dO-.-..i... 

.,.dO..,- ..---. 

..__ do-v:..,. 

a to loo !&on... 
Lzl~0 Oaol pEI- kyil~0 of th! . 

SW. 121.810’ of IIll. elmpIer. 

$j 558.19 [Revoked] Q 558.625 Mmcndcdl 
. 19. By revoldng § 558.19. C’mbinu~m 22. In fc 568.325 T#osffi by revoking 

antibb~c draws in anBnul feeds m bttger par&graph tfI (1) (iii) (b) and reserving AL al. 
EIYSC~W date. ti regulation shall be 

- effective on Idarch 26,1976. 
sanetbned and reserving it. 
$j’s58.35 CAmended . * 

20. m-3 638.36 Aklomiple br revoking 
paragraph CgY (5), (61, (71, and (3). 
g 558.505 &endedJ 

al. In 0 558.605 ReserHz.e by &ok- 
ing pmagrmh (gl (21, (3) s ami (44) and 
reserving them. . .I 

. 
L d * 

(Sea L;l2,7Ol(ib), 62 Stat. X056,82 SW. 84% 
361 (21 WS.Ci. 3eDb, S?I(a) ) ) 

Dated: February 2, 1976. 
SAN D. Fms, 
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